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m m, y h*is*?-A', ^b*-y*^/\st£t*) , (3) s-ch (r 4 ) -oc 
• or 5 ess*, r 4 « (a) (bY mmmi- 6 <z>mii*> is 
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HWB^f, R 2 £ LT©H-f ^^Sr^fifcU5 536 (7"* h^t lyCig|3ltU5 5* 
^M^SrWi-5S) itm (1) x^f^fl54fcttr$ Kftjnt 

^ttiv^;v#^V;H, (2) rfy/y/i'i, (3) h!)7;vtn^y 
^V*yl7$KI (-NHS0 2 CF 3 ) , (4) (5) 

R 1 £ tt ©km* L 5 5 £<z>^S t UTM^ £ tift mm £ ti/rv * 

-Cfc,fcvM6» (c x _ 4 ) 7;^/Hj feBWiftfeoasaifcrf £>*l«5) tL<tt7>> 

/vs <£j® (c 2 _ 5 ) T/v*/-f/K ^vy-r/v^if) -c^^^tb-cvNTt 

ft, <HR(K-CO-D G**K Dtt (1) 7mm. (2) «fc**L-CVvct>J; 

i^T5;y (0J*.tf, r^y, N-{ga (c x _ 4 ) rwr^, n, n-s*4S 
& (C x _ 4 ) T/v^/VT^y^if) Tfcfctt' (3) «fc$iVCV^t>.fcv , »7Vi'=* 

> {#k (i) T/^*cJVUft&7)&m, WftSaVCWTtJ^TSy (0»U T 5 

y, n— i&R (c,.,) 7;v^7^;, n, n-^{£^ (c a _ 4 ) tv^a-t^ 

(C^e) T/^/V^, {SiR (C 3 _ 8 ) ^aT/V = ^^*>SV>r±«ift*tbT 

f4 (i i) ^-O-CH (R 6 ) -OCOR 7 [5fc*K R 6 « (a) (b) 
-T'atVK ^y^ntT/K n-y^/K >fy^, t-^^/K n ^5vK 

^y-iyf/K ^-o^vvftif) , (c) ^*«2~6 0ii[«^b<ri^teR- 
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- 6 Oit^^ U< tt:&1&R<D<8MT 7« n-^n fcVK 

-fy^yf/K ^^-O-^/V^if) , (b) ^3»fjfife2-6 01tt«fcU<tt^tt3R 
<Oi&mT^=-/l^m, (c) ^^c3-8 0ix^nT^^S (<$k S^n^y 
?7K ^ci^^K s^n^^vufcif) t>L<tt1Mfe£;h/TV>"C , t>J:vv7' 

y — /i»m ^p^*?, ^fp, {&& (c a _ 4 ) ta-^k is^ (c x _ 4 ) 
r /v =i # ifSr^r urv>-c % ± ^ y =-/i>& tz.\z.-r-73->v&t£ if) -cgm£ ti 

Oi/^D7;^fcU< r±*ift*tL"rv^t> iv^ry — /u* /m= ^fJK-?-, 
= hn, {&R (0^4) 7/V*/K « (C,_ 4 ) T/U3^Wjiif**U-CV^t 
Jil^air^i^fcte^^/i^ft if) ftt^^HfcM2- 3 ©M7;>^= 

7/v^-=;i^^otoftif) , (e) «ft*tt-cv>rt>J:v>TU«-^ 
^ai^/K p-MJ^K •*-7^"/HgEO^n^^JR^ -t-n, (C x _ 4 ) T/V- 

/vSft if) , ( f ) £ft*Scl - 6 <omk-b U< f4^tfeRcoffi«T/u=»^^3i (#k 
^ h^r^ ^h^v-, n-^n ^y/o^K n-^h^->, -f y^h 

sec-^h^r^, t-^h^-y, n /fy^f^^-y, 

^^^/Vd-dp^jfc^) , (g) 2 - 8 WSifc t < «t©«7 

;^=oJpVl 7!lo*V, ^y^-ndr^if) N (h) ^**C3- 

80y^o7;l/= 3 f-;^ ; ¥yI (0>k i/^y a-^y^/V^-^rv', n-^dri^yU^-df 

^n^T^Vrf-^v'&if) , (i) mm&3-B<Z>is*vTJl'*A' (M. 

■Ct>«tV^y— /VS (W, w = hn> <6® (C,. 4 ) 7Vl"¥/K {£ 

jR (0^4) Tyu^^ri/^^ ; Sr^rL'TV^T 1 b <tV^^^/V*/£ifi-^7^^^ir) 
t?i»$*ifcS*ft 1 - 3 ©fi»7^s *-yS (i, ^y^n^> N 7x^P 
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fiSMWLZ - 8 ci Tfr^rJV (#k >^ P^yfvK is* n^#^/K V* n 

^fo, ^ (C^) T^/K -fS® (Cj-4) T/V^^iX^if^bTV^Tt 

^ y^a^^n^r-->^if<DT/V^-n=¥ixg|5^o>b^^if) *fcfi (k) MM 
&tiX\,^Xi>,&^TV—/l'a-*->m (Ms y^y^-y. p -=fa7i;^ 
7hdr^OxM3^VJE^ -bn % (C^) 7VV#/K <S® (C,_ 4 ) T 

Mirb-Ctt. flllxJi, -COOH&Wtf):^ -COOMe, -COOEt, -C 
OOtBu, -COOPr, tV^u^/V^-^f-ix^ b ^r-y^/V^/K 1- (V^a^ 
15 ^y/V^^/V/K^/l^^y) ^ b^v^^^^K 5 - ^ 9vV- 2 -t=3fy 
-1, 3 -i^^y lx>'-4--l'^^ hdriX^7/V^c^/K Tir b 3ri/^ b ^riv^7 
t°^-^ni^i/y h^rvotW^/K n-/f!)n^r^ b^r^/U 
#c=/K y y^y n=^yy b^V#A-tf^/K 1- h^r^^^o^-y) 

31 b^y#/v*K— /k 1- (r-feh^-y) ^ b^-y;*/^— /K 1- Wv/f 
^yyy/v^-^ix^ b^r-y^^^^K ->>-r^ u3ri/%sU7$z=. /u % -y 

<D£.fr\h5ifote}£) X\ ^tzmt^mm^ m. COO-. 
_hfER 2 i: UTfci, 5S-CO-D Cst'K Dte (1) 7kMS*^fi (2) T/U^r 

/HB^aszklfclK 7$/^ AD^y i&m (c 2 _ 6 ) r/v^y-Y/u^-^-y (flu 
7t ht^f-y tf^nyyv^-y^if) . {£0 (c 3 _ 8 ) ^n7w;-f/vt 
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=¥iA i&m (C,. 6 ) Tfr^^sX/Utf—jV***/ (0!U * h^f^/V^— A** 
^-y, ^ Y**/* ?vi$-)X>jr**st£E) % i&m. (C 3 _ 8 ) ^BT/^^f^^ 
Tj^n^i/ (M, ^^^/^s^VftW , {£R (C a _ 4 ) 

fctt{ft» (c 3 _ 8 ) ^ a 7^3 *^il^$iitv^ t J:v^ 
(C a _ 4 ) 7^a**y«rSt] T^t)$^5SWU<, 

(2) TZl^^HE, (3) T/U^/l^ (4) i/^P7;V^H, 

(5) 7y-;H, (6) r 9^/^36^ ^*s«fc»f bfrS/^ fctfvefcr/vdfvv 

^5vK -^V^/K sec-y^/K t-^/K i-^^fvK 
tfrtffi (2) ©7;v^=;Hi:Utlj:, ^ISc 2 — 8 g|c»T;^-Mt- 

BWB (3) (DT/^^/vmt L-Ttts ^*Sfe2~-8 8L*<oiBRT^=i/w3E-C 

ntm (4) ©i/^D7;^;Hi:Ull KijK 3 ~ eggfcHSRf* o7^ 
n ^ * V/v ft if 2* if tu 5 . 

zktt£« flafcSjvcv-cfc.fcvvrs/K (i, T$y, N-<£i& (C,. 4 ) T;v 
^r^y, N,N-z?om (c x _ 4 ) 7/vW5;!5:if) , />n^^ % (c 

IfrlB (5) ©7 7;V^l^ltlt ^JxJ^^vVK 7x.^/Uti:l£(D7x 



WO 03/013609 



21 



PCT/JP02/07862 



=vv-4£ft (C,. 4 ) TJV*;Vt£Z&h\? tbtl, (6) 

Wt^oy^ (#J> F, CI, Brftif) . *m£*VCV>-Ct>J;V^ 
5 5;/^ 7?;, N-fgi^ (Cj.J N,N-^ffi» (C x _ 

4 ) 7/vW^^^) , <£® (C 1 _ 4 ) 7VV==^ (09, * h*f, ^h=¥^ 
ftif) , i&m (C x _ 4 ) 7^*/wf* (fll, tf-ASf*** s ffi 

& (C^j 7VV3W (0!k ^/Kfc*?) ^ifSr*UTV^tJ:VN 0 

(C,. 4 ) T/Vadr^T'gtfe^tVTV^T^.fcV^m (C^g) TVV^/W* 
fcfcHSR (C 2 _ s ) T/^^g&if) *»*U<, bVfrV, mm (C^) T 

7K*»SJ ; r^fngf J -0-, -S (O) m- [mfSO 

^:V^L2©it^^t] , -NR' - CR' fcttffiR (C x _ 4 ) T 

±fBbfc*36"-Ct>, R a ibtli -O-, -S (O) m- [m{40^L2© 
20 SfafcSr^i-] ^fctt-NR' - [R' tXfc&fcttittZi&IR (0,-4) T/V^r/V 

(C x _ 4 ) T/V=»dr^S^e>3Sfitl/5MI^-e^^^tU"CV>Xt>«tV><gjK (C a _ 
g ) T/v^v*fcf4<ft» (C 2 _ 5 ) T/w^/ViSJte U < , £<9:btf\ 

25 

* (1) t«*ft57v Kttft^lli 
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(I') 



(5£<K R 1 ^ (1) #;v#3r*//\sm, (2) *rY7^V;vm~£tz.\-i (3) s£ 



Cxt*. i te-O-^fcfi-S-Sr^U j «> = 0, >=S£fcte> = S (O) 

^•$^v>-<vif^) =ir^U R 2 iiS-co-D [sSfs Dte (1) 7K^S*fc 
(2) t/^/vSP^tK^, r$y, /vpyy, ^ (c 2 _ 6 ) T/i^y-f 

/W-^v' (M, fcVSn^/v^v&if) „ 1&m (C 3 _ 8 ) 

i/%;V7$=^,vjr*^, ^h*^jj;V7$~jv**c^t£E) , <g&* (C 3 _ 8 ) n 
(C a _ 4 ) T/V=idrV*fc«{£0 (C 3 _ 8 ) iX^ aT/W^^iy-cem^n-CV^ 

r'bJ;v^i^(c 1 ^ 4 ) r/V3dr^^i-] -Tf^fr^sSSr^u R 3 te-o- s 

-S (O) m- [mtt0 7iv>U2(D^^-f] *fcf£-NR' - [R' fiTfcfff 




N — i 



N— j 
H 
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nT^TfeivvflSilR (C,. B ) T/^^tzmm. (C 2 _ 5 ) T/^r—fr 
m (#*L<f4, *&B. (C^s) T/V^*fett®» (C,.,) TVUa'frS'; J: 0 

bdf-^- 1 - [[2' - (lH-f h7^-5 f/V) Vf7;c=/V-4 

— f A-] ^fvW] ^^X-Y ^ ^V*-/W— 7 -^/WzRVSg [Candesartan] , 1 - (*S 
^XJL^^^;V^^^=.;V^iy) 2-^h^iX-l- [ [ 2 ' - 

(lH-fF7 > / > -;i'-5-^;i') 4 — iVv] ^ ^yX'f 5; 

#Z/>—A'— 7 h [Candesartancilexetil] , fcV* n ^/Vah*- V 

2-^3^-1- C [2' - (lH-f f7^-/V-5 — (VlO 1^7 
*^7U] ^^X-f 5 ^i/—A— 7 -Xsl'TF^-is?— K 2- 
ac 1 - [ [2' - (2, 5 - *? t Ku - 5 —tt V - 1 , 2, 4 

ti;//- A'— 3— f/v) if 731=^-4 -^/v] *9vi"] *<isX4 K? % S~- /V 

_fclB Lfc^^X^ * >?V— /HWMfrttv #J;U2, EP-425921, EP- 
459136, EP-553879.EP-578125.EP-520423, 
EP-66827 2t£¥fcmm(Dteto<DttXteZtlizmK1tjmtj:l?K£ 9 -g- 
^t§r i/5SpI^-^fc5 0 Candesartan cilexetil Sr^V>S*#lCtt, E 

P- 4 5.9 l 3 6miatt$tLytge^j:ca3ISASrfflv^oiSJ:v\ 

nK7 5'^»si'T'S)oTt), ma^t-fF^^tbS^-efco-c^ iV\ r 

s^js^) ^mmmm m, h v * =• >\ h v x^;vr ^ tr y 

fnyy, ^^y—yvr^^, ^x.;?y^7^y, Ky 7 — /UT 5. >\ 
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&&*mirz>m&. mmm^^mm m, mm, mm. mm, mm, $m, mm 
m, wtm. /nt°tyt, hv -y-^—^m, ^~$m, m 
*m, ^i^f^m, ?=c->m, =*^-7m, v>-^m, ^^^^^^m. ^v-t? 

fcT-emm^mm^ «t skj&i-j; <o a i i tt^fb^w-^^^b-a^ 
t>hwm#}iz.mik, Mtk. »»^irttAi m^b-a-w-^fb-rs-fb 

W^^J: 9AP7K^ncif^®r UTA I I tetfUk&m ^mhir 3 -fb^ 

£V^o A I lS^ft©7'cK7 5'^i:tm A I lf»^©7?; 

^r^/wb, T;\s*Mk. *) /vnfc&titz.fc&va m, a i i&mk&m<DT 

$ y g/i^-f n y ^ /wflj, T =7 =/Wb> ^yf/vT 5: y #^~/Wb, ( 5 - 

3 y ^-4-^^)^ b^v^wtf—^Wb. 
rh7k Kp77 — /Wb» tfop £Vvy ^/Wb> fcV*o>r /v^^y 9vWb.' t 

e r t -^/Wb^tlfcftS-a-^if) ; A I I^fb^OTtm^T^Wb. 

T/v^/Hb, o/^Hb, s^^b^ixfc-ft:^ («, a i itemi&m<D*.mm 

ds/tf/HL h4Mt, zfv<S 4 Mb, fcV<u^f/Wb. /Wb> 

7-^y/Wb. 5 y y ?-;vt]/V7$~ /Wb^nTMb-a-^fr 

if) ; A I l^mt^(0^/u^^^/vm^^Mt, T 5. K^^ix^'fb^ 
A I I^fcvfb-^) O^/V^^V/VS^^^/^^-^^Hb. 7x=/Vx^ 

?vwb> ^^^-^y ^vi^^tvw^ ^y w$ y yfvi-^*7vwb. tr^ 
-7 9 v vW^^-r/Wb. (5-y^/v-2-^-^y-i, 3-mv^-4 

— Y^V) y 9vV^;*7vWb. n^s=^v'/^=¥ /l^7VV^;*7vW^ 
y^/VT5 K-fb^tL^b-a-^^if) ;^^^*e>tuSo rtLb^b#^)«S#^ 

a i i s^^i©^n K7 y ^j*. 9 9 o^ptij mm&<D 
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^5§l^t^V>bn5iiSiliLiE?&^t LTI3\ T^^T^v-^t&^Sf (ACE) 
SSSlttNlfafer^lcftt^^K^^— £ (ACE/NEP) P1*H£. ^ny*- *5«f0« 
ACB|fi*3|g£: Lttt, ^^^y/K ^If^y/K f^^T'^K h9^K 

#/l^*-M£#t3li£ UTii, 7AP^t°y, nhl^^fc^ -^rz^fV^if 

ACE/NEP Mtt7 ^^r^ ^^gtfcBfe* (ACE) t ftfe^ is ¥*<'7 s f m & y —*£ 
(NEP) HaflFf^ffiSr^NrWo^n^r— tf«L#*-C*9, T^^t^^ II <£> 

OS'J^^S^ £ It , #iJx«^7° U- 1^7 ^(eplerenone; 
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epoxymexrenone)ft ^©T/V ^&ftM<Otiimi&%kt ITS, #!lxffW0 

96/40257K Lfc^oTA I I ffiftMb T >V K^ra Isiffigk t SrSUfc-frfcHfC* 

[1] [ [2' - (lH-rh? V*' — /V — 5 — <M 

[2] 1— n^df-->'/V^-dri>'^7/U/}?^/l'^-^--»- ai^/V 2 — ^ h*ci/— 

1- [ [2' - (1H-T f7 , /^-5-^/l') If7x=;l/- 4— f/V] 

[3] 2-^h^iX-l- [ [2' - (2, 5-S?t Ka-5-t^V-l, 2, 
[4] ni7-yU;?V % m^n-y-/lx^^ % /^/l/f/U^y, 7vy^-iM^>\ -Y/W<1J- 

i«r*is im*7 v cf4 2a^jb<^Aii^7tm«b^y p ^V'y ^iSra^^-cfts 
»Kb b fc t> (D s&ftffi b# ft ^ v % xm& u -cs^i- s £ a* -e # 5 

BU*t3^fbUfcffl*©»»l«r, iambic, Jfc5VM;mW3S&:i8VvrBiJ*fc:, 

TWfc 2ffi^ji©m#»^^(ii?i#UT^i-5fc«)0^^jftif^^r-r-5a 
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&k mm, nm, miu u^-t^n, *m\ wa^m. 

mm* 2) , a-J&RI ^TM, ft-jNtrt&JtStk «l*ftJf*lL J«fl£F*i& 
ATffiW, #Ml*l&JH\ fl&£*II*lffiH\ l«®rt^feSVN«^fe?feifS:>b^-tpt. 

* — y jc^u^^* y =— /UMi ^fz.ftm.xtzmftx&z&ffi'gvmMxfz 
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->f^M, 7;^^, ^fifextt^fifeo^y^-SLxtt^y-ty k 

v % bti&yfite&mm s #l x 7.k Sr£ ^ wc J: v \, 

Sr^^SB*i&JiM6fc:*5V^ All^^Sr 0 . 6 ~ 3 911% (ft^tfcO. 
7~2 7fift%) , 7/1/ K^7 n Vfefeil^ 0 . 0 6 ~ 3 5 11% (mtO. 
6-2 311%) Sr-ttt-e^^Ti-*0*S»*UV^ ^©|l^%{i, 2U&,±<D 

mm &»j * &> s v ^ » rusk asaw & ufcfi^feo^-e fcottiK 
<Dmm<D^mmmm®&m*mmt u #-¥at*u w»*s *tw«» 

fc*«^<DA#©S-»fix -jR«j«ftat:|*tB* m*k 
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T, *&1~5 Omg/t h/0 (»*U<tt, $)1~3 5mg/t: h/B) <£>|5fflO 

# ^xlM'* ^ ' ^^-fef^i, 0H*.ff, $3 0. 1~3 Omg/fc h/B 

<f*, ^2~3 Omg/t h/B) OftBd^H'/ VMKll^btSI 

—fgrnmrntkm. m^k ts^utra, n^m, mmm, m 
« i b ic i ~ 3 m (#? * u < r± i si) tb*« 

±I5WA I I tt^dK t T ^ K^-r n >H#i;3S* ^m^^^^E^^fi^ fete 

i^&wtfc h-r y v«yw ; >r y ^3E» ; * 5 w j'* y ^ie» ; 
^*y isvzrrytishiztitm&fa iNs-i4p) fci?) , -rv*yv 

fi^ro^? W GI - 2 62570, J T T — 5 0 1 * MC C - 5 5 5 , 

YM-4 4 0, KRP-2 9 7, CS-011, FK-6 1 4^0 , a-f^zi 

&m&M (fly, jj?^y*— r*/^#— s^y =*$^yy- 
^Dt7? k, ^y^fu k> ^y trif-r k> ^y a^so , w^yr: k, 

^^y-K. *^-^y=.K*^:f±-t©*/W^A*tt*3ft4fe, GLP-1^;# 

•^rOftfe. fls^r?'??—" & I VRiAJW (R NVP-DPP-2 7 8, 
PT-1 0 om , 0 3 7^ h (W, CL-3 1 6 2 4 3, SR-5 8 6 1 
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1-A N UL-TG-3 0 7, SB-2 2 6 5 5 2, AJ-9 6 7 7, BMS — 
196085, AZ-40 14 0f) N " T ^ })^T=t~* h ^ 

5 -tfRHW^K ^/V^7 =f v^fei^i]^) , SGLUT (sodium-glucose cotransporter) 

mmm t-i 0 9 ^^w^5 0 

10 ^y^ywj;^*u\ 

y v^ijeit^ £: txii^y^y^ 7 5 k, -7-^ ^ y - k n y = 

15 fctb*. 

7^7*7-MI^JtUTIi7xy7^7*7-h, 7x/7-f7*!)^ -<if 

20 -74-7*7— K f?J»7>C7 > ni?/i't£}£i)Smtf<b1nZo 
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^^hl^y— /K ^XMJyy, ^■i/l/h'J^y, ^ndriX^^^ JnVfa* 
10 w^Vwpt ^i^hn^y (#k ^^^^^-^^7^^, 

15 7hn>/-/K l/hDV-zV, ^.^-fe^^^V, 

*^aWE)W (M, i/uK-y-n:^ ^^^/y, h'JTA*/ 

/ n yft if) N r/Kn ^^jfcHMMS (#J> T k*:7 T" a 1st* if) % 7 K*5 
20 J: 7 K©ttW«ril b*5l^J !)7n /Ke if) if W»f bft 

So 

sr. if a*we>ft So 

25 oi^xy^^.- K-N-^-=¥^K, ^7A^f;K y^D7i^77? K, 

^*^77? K, f^T^N hy/H-fy7'D^;V77y, 
77^ iS^— A^^y N 5 hZ?&~ I /V, ^^77 7^ ^fc/W^l^ ^ 

c^a^.^^, y v^m^ h7 h y «?-k> MJxtuy^7^y, *;v- 
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7tf7°7^> i/X^f^ ^y°7^>\ ^^7f^ 

r««ttt«WJ fcL-CMu Mx.f£> t/u*? h^V >\ 6 - ^ /Kfc :/ h :t° y y 

9 tf^'^'i? 7t^77 — h s IfilftT^^^s 5-FU^J (01k 
>?7'>, /K UFT, K=3rV7/uyi?^ ^fn^tr 

^x?f7-;^if) 1 7?;^7!J^ a^ajKUyTJ/^A, ^7*0^ h\ 

^ ai *77 — /K 7/^7^y, 7*A^^, t KB*^#M5 K, -^V 

i-;**^y, try b i^-yj^ << Y**sV v ? h^ry*^ ^T^/y v ^> 
^▼/fvy, Btts^^^wv^, mmfvs/i'V^'i/, mmF^-y^^^. 

Voter * ? a* wis, ttfflfttr^/vbr^^ s&^tvyifv^ *9 
5^y\ ^^7W^/y, Hf/va^v^ */uf/7-f!)y, 5. h*y> ittlfty* 

fWA*WJj turn #J*.tfs =th#vK % yyixf^K, am 

^ rsMSafcaaw (brm)j turn #tJx.^ fy/^^v, ^^fy y 
/7^7A wy^-^-y, i?^**;*, ^y^- ^ny, n-f^v, 
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<, mn, &*m&2o, o o o^t^^kx% ^t^ia^M 

X'ftmtmm&tlZm^-tfmfbtl. (l) EGF (epidermal growth 

factor) iztcitttitmKmzm-<Dm&*^'tz> ! ®> l x cau egf, ^u^v 
5 y(HER2yjifyK)4ir), (2) ^ ^fctt^t^WKi^i^-os 

tt^r^t"5#)» C^Jx ^iXn. y ^ N IGF (insulin-1 ike growth factor) -1, 
IGF — 2&£f] % (3) F G F (fibroblast growth factor) * TUi^tL £ M^tti 
\Z.m— ©JSttSr^T-f-*4fclf C-WsBH4FGF,iftlKftFGF, KG F (keratinocyte 
growth factor), FGF-lO&ifh (4) •£tf>f&0#fflJfei#?iiB^- C^J. CSF 
10 (colony stimulating factor) N EPO (erythropoietin) „ I L — 2 

(interleukin-2) N G F (nerve growth factor) > P D G F (platelet-derived 
growth factor) % T G F 0 (transforming growth factor j3 ) % H G F (hepatocyte 
growth f actor K VEGF (vascular endothelial growth factor) 

is 0E •T|Bim«[Ba-7-OS#i4cj t L-Ctti ±IEO^j&iimH^£*^1i&%*rl-5 

. ^yi'SW (her 2), >r y y i , ^Wapys*#-2, 

& raaii^mH^oflUHSri&srsisaJj iLta, ^— (her 2 

25 \£9 % i'DfS* * JlLf»4lfl««, a-^P — (#!U WAX n 

if) ft ^fcJI^a 

GnRHT=T— X h • T^-$ ftttli, ^fifeflPtt**, $Hctt*/V 



WO 03/013609 



34 



PCT/JP02/07862 



GnRHT^— * h • T^*=f-* h<DMt&Mk UXti. 09*.WTx by — h^^h 
r?^fX GnRH 7tn^: ayFy^-^ T^K s**-*s<? Zf 
(Treatment with GnRH analogs: Controversies and perspectives) O^T" S 
1/ V y l/ls if tf;\ — rf (W) (The Parthenon Publishing Group Ltd. ) 

3§m996*£] „ - 5 0 3 1 6 5 -5§-<&$g N 3-101695 ^ ID 

7-9 7 3 3 4#*5J:T*RI8 - 2 5 9 4 6 0 ^&$R& ^frfE^tt-CV^^:/^ 

X-D2Nal-D4ClPhe-D3Pal-Ser-A-B-Leu-C-Pro-DAlaNH 2 

[^4". XteN(4H 2 -furoyl)Gly3;fcteNAc£, Af±MleTyr % Tyr N Aph(Atz) N 
NMeAph(Atz) fa bMittl^m^^, B teDLys(Nic) N DCit, DLys (AzaglyNic) x 
DLys(AzaglyFurh DhArg(Et 2 K DAph(Atz)*3 «fct>*DhCi tf^ilfcffrS^^Srs Cte 
Lys(Nisph Arg^fc{ihArg(Et 2 ) fr^n^fo^Tl •X&tt>£tl&*<-7'? K*fctt-£ 

^^KttOGnRHT^^^ hi: W0 95/28405-§-<&$& (#H 

3p&-295693#) , W0 97/14697#<&$g (#11^9-169767^-) % WO 97/ 14682 

(#gflip9-169735-§-) % WO 96/24597#^R (#PB^9-169768-^-) , f-x-SWi? 
"^^k\Y/k% [T#!l, 3-(N-Benzyl-N-methylaminomethyl)4, 7-dihydro-5-isobutyryl- 
7- (2, 6-di f luorobenzyl) -2- [4- [ (1-hydroxycyclopropyl) carbonylamino] phenyl] 
-4-oxothieno[2,3-b]pyridine^J SrfEiiLfcWO 00/00493^^ ^/t'J)^ 
^^^'fb^W'lflU 5-(N-benzyl-N-methylaminomethyl)-l- (2, 6-dif luorobenzyl)- 
6-[4-(3-methoxyureido)phenyl]-3-phenylthieno[2, 3-d]pyrimidine-2, 4(1H, 3H) 



WO 03/013609 



PCT/JP02/07862 



35 



-dione^J ^l5«LfcW0 00/56739-§-^if^fc»f btbSo 

GnRHT=?-^ h t l^Xit, M^t£, [II) 
5-oxo-Pro-Hi s-Trp-Ser-Tyr-Y-Leu-Arg-Pro-Z 

, YfiDLeu, DAla> DTrp, DSer(tBu) N D2Nal*3 it^DHis(lmBzl)^balf^tb 

^K*fcii^<Z}:&ft^;oS^b;ft,<5o Y^DLeut?, Z^NH-C 2 H 5 -e$>S^7 B 

^ K* fcfi^fD^ (BPt>> 5-oxo-Pro-His-Trp-Ser-Tyr-DLeu-Leu-Arg-Pro-NH-C2H 5 

i$ftZ>M.XlhoXi>^\ ^©i^itiltft ^^K^T^y^Oig 

&±^<ir*i-5^, *s« m, mm, mm, mm, *vmm) , mmm m, 
mm, mmm, =*^?m, mm, -7u\?*^m, yvy;v*umm) ^i£t<o 

( 1 ) =f"fe (Goserel in) 




Leu 
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(*H4$IW»4 1 0 0 2 7 4-^-, WIWBB5 2 - 1 3 6 1 7 2%) % 
( 2 ) ^ir U y V (Buserelin) 

CH, 




NH H 



H 3 C- 



-CH, 




Leu. 



Arg^ ro \ NH ^\ 



CH, 



OfcHflrfFN o . 4, 0 2 4, 2 4 8. hV^fFf 2 4 3 8 3 5 2t, #0§Bg 
51-41359 -5§-)\ 
( 3 ) MJyhUJy (Triptorelin) 

0 




5 2-3 1 07 3f) % 



"NH 



(&mwMm4 oioi25t, 

( 4 ) t7rHJ> (Naf arelin) 
0 

. i ^ Trp ^Ser^ Tyr ^AIa/ Leu 



G |y/ NH 2 




-NH 



His' 




Arg^ 1 



Pro. 



Gly. 



-NH, 



(%:m¥?M% 4 2 3 4 5 7 1^, #IH§Bg 55-164663 (^Bg 6 3-26 
44 9 8^-, [WlBg 6 4- 2 5 794f) , 
(5) t^, hl^y >-(Histrelin) 
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( 6 ) y** nl/Jjy (Deslorelin) 
0 



0 




N „ His-- TrP ^Ser^ Tyr ^Trp/ LelJ ^ Arg /Pro^ NH ^NH 2 



(*@4$WaS4 5 6 9 9 6 7#, |^4 2 1 84 3 9t) , 
( 7 ) * y- U V is (Meterelin) 
0 





Leu /Arg ^Pro-NH^ CH3 



NH ^CH 3 



(PCT WO 9 1/18 0 16) x 
(8) =^tKHJ V(Gonadrelin) 
0 




'NH 



Hi s^^Ser I, Arg /Prc^ ^ 



GH, 



■3 

(HV ^#^2 2 1 3 7 3 7-*§-) fcif, *fc{*^rtb£)0^t*^fe(f htlZ. 

;U-N-^f;l/7?;^f^) -l- ( 2 , 6 - v^/I^-d^v^v) -6 -[4 
- (3-^ Y^ri/Vu^ K) ^^^/U]-3-7oi=:/^zc/[2, 3-d]lf y $ 
v^-2,4 (1H.3H) 3- (N — <^^V-N-^ 

W$/^f;l/) -4,7-v?tKn-5 — fV/f JJ/V-7- (2,6-^7 
yv^-n^<^i^/w) _ 2 -[4-[ (l-t Kn^V^oT'otVu) ^/UsK—zuT 
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^ ;]7 3i=-ju-\-4-**y*7-^s [2, ?-b] try i?^*fett-toitt*^» 

* uv\ m.t \,x\t±miiimM^^xm^vtci><Dt mmvbn&mif fen 
s„ 

#38§Hte*3V>-c, (A) AII^^<b, (B) ftifbj£%ft2& jfitf&S&TISS, M 

- ig^_L©M) i: fcHirT v ^ fe *u S „ r*i fe SrBU * fc: fc 5 v> » 

Wri:^-ef5o 3&*>&3y*IO>^WbLfcifrg\ SU^i^HbLfc *>©£<{£ 

ffl*©«ii*tttSSW«r. IPii^tc, *>Sv^t±l*|l(ISSSr*5V^-cSiI*K:, 

fCt)±^ 0 S'J * tdK^Wb: L % © Srttffl ^{c:^rf?^J * <b* £ Jl v ^*ft£- tt^ 

S^JSrlH— ■S.lz.Vi.m* (om\z.*jn,, C> «j^S^-i-S^ra©IEM 

*i§^o^ttis^^0* uv^«t L-ctteiTw(i)~(3)ots«^rf fett 

So 

CD (a) AiiSftfcas*, (b) mikBEmmm. da.m&Tm, mm±&tMm. 

»w<©*/«jifcix=5f hfl- r (a) MUmm t r (b) ii5j&.J£t& 
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(2) (a) kiiffiLm&^m-tztetscimMt, (b) mitjzftwn, skm^r 

H(B) iftiiL£E%fla& jMM*TJIk HSHSJfiuSf&m, StdiLfeai, 

my , rjMtj*mi > ragifiuM^su , mst^mi ^ rjE^saapwMw* 

it U Sllfi0>-a£AJ: (ftp* L < «Z3»*fctt*K0fc«yW'fk ttfciv\ 

ttfliNMnW: r (a) AIimrtM&tt^Z&Wc&SlM} *3<fcT* r (B) rtJfoJEEte 

(3) (a) hiiffiftm&tt-i-Z&iktikMMb, (b) ftJfiUEf&as& jM»T 
mwu t^j©ft/h*fifc*= y M2> r (a) Aii^^^-&*-t-5^ttWJj 

i r (b) ffijfcjBE?^^, a«^ti, KHBjfiL^aag. mihtm. M^-mmw 
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5 ftjau^w: r (a) kiimKm*tt^zmkmmi r'(B> ^jfiuaE^ 
ts^Ti, mmjk^mm. &&&& M*nmwmmm&*.xfim,mm 

io (i) * V5*tf-/u* iskT? b^k WWi^;b*Tfc 5 tt&c&Egl. AttWfcW:, # 

15 4*g|&, 

(ii) t> ^7*y-jv? ^ • V Wdp-fe^/u kTP b^k &m&&t>&X 

T * 5 ^t£^P£ * fete* ^ fvv* ^Sr^=fri- 5 ^^tt»J i:7bn/^^f 
(iv) * i^-iJvv* ^ • -^i^dr-t^viT h o/^ ^ f y i Srll^-frt 
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(v) # i^fyr** y^iy a? ifv< y ^ t ZMfr^totx tez&m&mm* Mcftttoiz 

(vi) ^ yft/v^ V • ^u^ir^/v^^/dr^y ^iS^btT^SM 

(vii) * >-7*iM^ y^^h7 ^rf— /v£ &M^fc>*T&5#}itH4E^o JM£ 
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(ix) * >tv =.-yvisb ^m^^x^^n^mm. M?i*mz 

hd^^^-^^^-^^^^/vb v ^b*u^te^xt£%&mm. 

^^^mkmm\b^^\^x^^WL^mm^ta±ij • *su* 
-t^z^-i-zteHkmuMb v ~-y°vzs*tt^z'&i&m&Mb*m&.&t> 

*£*n^£3ril3t 5 ~ 5 Ofi*% (^L<li5~4 0if%) &IB£-U £fc, # 
«^l~50 m.m.% (0£ Kli5~40 . Jfn. WFIgSr 1-50 fi*% 

(^t<ii5~4oit%) , mmsf!Lmmmmzi~5 011% (#*u<ri 

l~4 0lf%) , ^Cjfc^m^rl~5 0fi*% ®ft<«2~4 0lf%) , 

M<¥mmm^mm^ o . i ~ 5 o m% w ^ u < « o . i ~ 4 o N ^ 

•&^£r0. l~5 0li% (£?£L<tiO. l~4 0fi%) m&ZtlZo 
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«fcm~5omft o /cK l < «5~4om»%*? im~4om*%-cfc So 
*«-€r^ j etL5~5oma%*?j:^i~5ofis%> 0* u< «5~4osa%*5 «tt^2~ 

4os*%'efc'5o 

^tl>^tb5~50fi*%*5 J; t^l~50S4%. £ U < «5~40fiS%^3 J; TJ*2~50M 

fi%-e£>5„ 

zm^fritx t£ z>'&n®imM m&vo) fo&^xtemmmj&mi&mz.tt-i-z>* 

0. 2~40fiS%-efoS o 

fr&t>itxts:z>&te®imM (») iz.^^xnmmm^m^mzM-t^^^ 

^tt5~50fi*%*5j;T>*0. 1~50M%, #?3;U< f*5~40Sfi%*5 XTfO. 1~40M 

£ 0 te&ttm t bT«, m*.&* ( 1 ) aii^^ tmmmm t zmm^ms. 
mmmmfcL,xn<btiz>i¥.-<Dmwik^ (2) Mi^mtmmmmt^ 
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^5 2a^±0^t^^flJ©|^-S#iSi^■t?©^MM«r^3V^TOfe4•^ (4) All 

#g§f?^v^*L<5 (C) -^—t Ltli^ ^ill a-fcK 

fi^O^tt, 7^, ^ny^, 7 h(DV>-ftbT't> «fcV\ _h|B 

flfcjfc f*l 0 0/0 — 4 0/6 O#0*b<s 1 0 0/0~5 0/5 0 

$J5 0, 0 0 0. 0*L< tei&4, 0 0 0^,4 0, 0 0 0, $b!^tb<tt 

5 , 0 0 0 3 0 , oootfcS, ftlkB. (MSL^^-ML/mm 
£■■?■*) fc^ a«M6l. 2~iS$4. 0«s»*b<, 5~3. 5 3S# 
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^S^l, 110, 00 0, 707, 00 0, 354, 000, 189, 00 
0, 1 5 6, 0 0 0, 9 8, 9 0 0, 6 6, 4 3 7, 3 7, 2 0 0, 1 7, 1 0 
0, 9, 8 3 0, 5, 8 7 0, 2, 5 0 0, 1, 3 0 3, 5 0 0©14iI©^K 

-?$J3£ b # y * ^ ^jft»0^f-**5 WlliiL fc^ifcg £ V > 5 o $J^-te, 
GPC^7^KF804LX2 (BgfP«X^) Srttffl U UT^bb* 

PCi^iaStW^MO. 2~^1. 5f^<D^|SrtX*fea^ fc«rV»V\ 
#r*U<te&J0. 3~$ji. 2fflP©*5BBrt-C*>S::^«rV^5o 

ssfrg- (#iBg6i-28 5 2 if) fcsv^^^'f Ki/y = Kf©at 

itft^/5 : >e><DMIft : Sr^V>fc§a^fi'a- (Encyclopedic Handbook of Biomaterials and 
Bioengineering PartA : Materials, Volume 2, Marcel Dekker, Inc., 19 9 5 

/V Or? 3 yhD-zV- K (J. Controlled Release) , 4 1 24 
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9-2 5 71, 1 99 6^) «r/BV^£ £ 5. 

(ommm mm, m»mm.7mm^m, mmvB 61-23521 -B-^nmrn) 

Sfi-g-^ri^POtiiJfeas (Mtll WO 9 4/1 5 5 8 7#4*«#flR) -C»3t"T? 

t-/!)n-/Ha^#tt, 09itf^yy^ ^V^/VW^ (Boehringer 
Ingelheim KG) ^ferti|R$ttTV>S ffi V > T & J:V\ 

G1-&%Wt-?V =-/Htt^#a»b^fc©JK3t«fe (09;tfcf, ^gflspy - 278 
0 1 8-S§-<2t$B#fi&) -C«at-e§5 0 
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hWt, ^^y/^ ^7/v=*v^ *^yvi^) *3i^^ic2^v^u9(D^ 
i&fpflWK^y (#k y •T'cr a**.. * * * y /vm s 

>m ^nv^ =^Bt yAsVAXit* Ti?¥>-m, tr*v>wtm *5 Jt 

j!8jfe$i h y ^/^v^i u-ctt, 0s 2 ftv>u9©*&*wiBJ»tJ§ by* 

5 1 u-c m7L\zy y 3— ^ y * v ^> * a- 13 i> 
%m%m t u-ctt N m *. «^ * y ^^®?> 7 « y -a* a* ^m* t* 

ifc£MSI&£:0:f£ CMs ^P^yftft (#1> 3?fltf*U 7 v 
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5 wmt<om mm&A*#zsmg&m m, mmm&i, mesa*- ?v 

15 -hftif. 

S^T^^V^A, fL^^^^^s ^^>Bfc^^^^A % ^Wa^SH" 

«^^^9^4St) 3 s ▼^j'^A7*f /I'Tt ht- Keif, RXf 
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^m^v^—tD^mm-x, m±immw-o 9-22142 o^Mmm^m 

fo.ZW*mtttW;xmm~tZ>zbtfx%Z>o 

CD (a) Aimtfmt, (b) *jfiijEE?i&*sis mti, i^fliJk^t&^m, 

(2) (A) AII*S^£^i-5#&tt«J£, (B) «jfiffiM«, Ji»T 

o) (a) Kiimsxi?tt+&*&mmk. (b) m&mmmm> turner 
ntL±ftrm&±<omfatttt'z&immffl t trua^^t^x^^tmmm. 
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W*fcfi£«BH: % S«?ftli:*5V>-C, A I IftffiftyB&^Sfb-g^MBj: 

t*£#rt#*H4# y ofsHxa*— 5 v ^ riw* t b x t> ± v > 0 

mnwz ioTi* 5 Aim^^r-g-^-rs^tt^j^A i i ts^wtuB 

S%> J;«?#£b<«:Jfo5~$i4 5M:%-Cfc5o tfcv Al I tttftfWB *r*rt" 

i i»S:^*jfiri-5{b^, ^ffi^Ji{b^*5J:t>*^F f >i^'t4^y v-o= 
#^{d*f-u-c > a i i «*fcftuB&^a{b^fia#*?j i 5 o «t 
•j l < i 5 ~ 4 5 m&s &m&m\\&m*Mftm o~^2o 

ti% J: «9 £ b < f*#«J 2 1 5 So 

kiimfcm&s^zmmsm^ (d' ) *Mcjti»tto#Haff&jR<fb-£ 

<f33 0#J£tF*U £ <9 b < 1 0##rt bV\, 
T*ft6^ fclittf. £ffi&*{b£^<0Mlc*frb-t\ — ««Jl?:«:3 - 5 0 0%, 
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tstt75/i t/i^-v, t^^^v, ys^fcw , >\ 
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7mm vxn h tiztfn&& £ xf±&ft$rM&# y &^-rz>mfr bzK^ £ 

x^x^mm^ r7kfcmm&<Dm5&mfc&w&7kmmvxnbtizj&ft} 

k s 7ki£mi}\}-f§zktz£^x%&mc hkfc$m&<n&m&mfc&m&*®>m 
v x # h § at& j * § &ffi&m&.w-(D&m&m £^-*r z ^x & <t v \ r 7 j< 

o^-ffi^jio— §u*fcf4^« s ^^iusvn-c, ±mm&fc&m*5£x$fkfcft 

l)l~^5 0 11%. «fc "9 * U < tt^J 1 5 "~ 4 5 M% N b < f*^J 2 

as#*b< % e&S#*U S&i&^&K ^^n^^-fe/v^^if^^Pjtt 
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( i ) 7k?tHR& 
(i) o/wfcfe 

^ ah y ^~<D^mmmm 

(01*.^ ^^y— /K **y— s T±b~hVsi'ti:¥&m 
^-fbic*fc UTtev^ an^^^s; 7^3- ;vt u-ctt^y—^K y*y — 

- 5 -stz-y-i , 2, 4-**^iSry— 3-4 ^&&&-fz>w&fcfe* 



WO 03/013609 



54 



PCT/JP02/07862 



V tfv ^ui/yy =i — /^(D^y^— /Wfr£-W&> fc5VNte{fc#3Ut 

l-cjs — o . 5~j^7 oms:%, «t y> u < i 

6 0 fi*%. L< ttfcl 2 5 ofi*%sa»fojiritb*„ 

^^ioK^^tf*#:rt^14^y^--^ : #^^^^7K1 : i' : f 3 ^Px.> O (ffctB) 

0, OOOf, J:0»*L<tt*&5ffiF~»&5, OOOffi; #(^tt<fil?)lO 
^~&J 2 , 0 0 OfflF36»5>»tf ft*. 

T=^-vtt#®«tt^fl (tW^Stt^?^ ^f7Py»tM>^, 7^ 

^^-flaJte^^-rA' O^f — V(Tween)80, y>f — V (Tween)60, 7h7^'^ 
— tt] „ d< U t^'>xf l/y tWiHi* [HCO-60, HC0-50, B 5 #/VX] 

£?£L<te/fto. o i~i ofi£%<z>$5ffi-^ $6>»c»*b<r±»o. 05^ 
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mm, ~mm, * v =m& i^7^ mm* it&tt h ammv* z&mf z> ti 

'bo 

±IB(D— «7/^- /v^t b-c«, /k ^^y— /k -fyy° 

mm, y^^^ar— ^m<Dmmm^i£^m^(bti, no5*>HttRS*s#*bvv 
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B&jhjW t b-Cli, fllxitf, h-/K 9* h-.x N :7* K**N (flU 

< 2 4 l$W~#5 1 2 08#Fp^ L< fii&4 8 B#F^~jjHj 9 6 ^"CfeSo 

iiD?awftitttt, tfd&i*. um.Ws mmw, mm-^ti^^^x 
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(ii) W/O/Wfe 

-if ^xyt, xf vy^T^yE^ft h y 5**:* h y >\ 

20 -So 

^dcz^^a. &#vx3x.jr^ % hy^acz^^^ B9ttfbJK3lttF) % ^ 
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SrtttSW/Oi^V a y«r*ft (**ft) <t*fcfl]jJU W G*)zMS) /O (ft 
ft) /W (^7K*@) xv/i/^g >-Sr^$*fc«, »ftf»olfi^*jSI38*-ar, W 

^ p xyizsu&mn-tZo z(Dm<Dft*ftw&n—i&to\znmtoft8iG>m 1 te- 
rn 0, 0 0 00, i«9*f*b< f*&J5fB~B5, 0 0 0f&, WtKttiSS) 

i of&~^2, o o offiFa»e>»wrjh,3. 

-klE©*M<ft * fciD*.-C % «t V >9L^^3IJBE*5«#J. *5 <fc TPt ®«<&9MBM5fc 

mm (i) (i) mK&mtmWiX'&Zo 
(id ft^& 

#3S<D#*J0. 0 1~1, OOOfg, ;£ L < f3**J 0 . 0 5~5 0 0^ 
V<temO. 1~2 0 Offif3&»6>»titb-5„ 

a^Jfe, =*-r?&, ^Sfe, a — $5H?*, aats^y*, T^-*, 
7t;K-> 3 yi|«*U MJ3Effe^i-So t>b<tt % «TE (I) (i) © 

t5o 
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din t&m&mm 

IB (I) ©7k^*fcj»fe^^^W«©^^^*^ofe«K:^ia» % 
io ntoMMM b T t, J; v \ 

25 m*-7±/vmm ^ mad. Kat«*>BiftgHtiK 

^ibc (B) ^jfiLflE?^^, jfLW*T?& imifiil&ftftX. St 

Sr^r5*»tt3»3Wi|i^^*"C, m-aS^Ji bTt b< \Z%i*<DmMt b 
T^#i"S £ t &X'% 3. *fc x *hfc b&l*»te: «fc o T ^ £ £ o 
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y<< — l/ (Tween) 80, HC0-60^<D#®?£tt3!k bT/VP^it h y 

"G^O. 1~3 0 0 /zm, ^*b< fi^O. 5~1 5 0 MnK^fSH, &bKfr& 
b < }3$J 1 ^ b 1 0 0 ix mOtSH^feSo 

#*L<Wu J&Al A^*L<9J&0. 01mg~10mg/kgM©« £b 
ld#*L< tt^jO. 0 5mg~5mg/k g^lO^ai^ltS^ii^-Ct 

1 EI MS*: «9 OAll^**^i-5<fea[tt»!3W©ft^*H: % j&A 1 AMifc 9 
L<«\ *S0. 0 5mg~5 0mg/kg#l^iH, £ Kl#* L < ttifc 0 . 
1 mg~3 Omg/k g #S^H^fejfi±il^- £ 3 0 
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a i i^^*^5^#«ioifeW(o«BK«»M % tragus, i>m 

i^ifiLJBE?^m, «TI, 0KIBJfi£fM9K. ttjfofefe»; H¥83«f^?&^*5 

mK&j&mm •vc*v*^'*a> s ^slhm, 

^-f *^©®»wfiu mam (w, x-f'tfvn m*-?^^ 

m<ommm ftztvx (a) himm&z^mi-z&n®MMtm&-&t>itx^ 
T¥.—mm iUTt>L< wan* <z>$$q t lt^-ts r t as-?# s 0 

m, * = , -^?*> 77h> ?f-=¥^) l^tt^gl/^^LT 
~200mg/kg#S<E>^ffl, £ b K$f* U < tt^O. 05mg~150mg/kgM<D^B;6> jg 
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L<li > i0.05mg~50mg/k g #fi<Dt5ffi3> £>M51.£^ t 3 D 

g^lSifcf^ ^B^iIhI, M^tcilsl, l^tciiEl, ^fefiic^ (M, 3 

TIB^irC^mt bTGnRHT^* h • h^Wcfctf-C, =M£#J& 

_h IB O GnRH 7^ = ^ b t fc 14 7 y ^ =? = ^ h ( # * b < W: , 3£ 
5-oxo-Pro-Hi s-Trp-Ser-Tyi^DLeu-Leu-Arg-Pro-NH-CjjHs X& ^tlS-^^K^fc 

i «? 0* u < »m y ^-^^ ^ v b < f4^#^M^j t uTg^^ 

1 00 5 1 6*, #HPg6 2-20 1816 # % 2 1 6 2 2*. # 

Ifl5p6- 1 9 2 0 6 8*. #HPF9- 1 3 2 5 2 4 -5§\ 4§H¥9-2 2 14 17 
*, ^PB 5 ! 2 1 1-279054 #\ WO 99/360099 #<&$B& iTKlia^ 

^ ^ o x mm -r z - t # x # 5 „ 
±m<n&tkm&m<v t Pxh. m-mm^4-3 2 1 e 2 2*^ib«^^tv>^ 

y ^*fctt-t©ift s J:!)jftL<l4fli!J^7PH)y) £J£)2 0%^b7 
0%(W/Wh b< {42 5~6 5% (W/W) , <k D0*b<{43 5~6 0% 
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6 tt, »^«ofc*© P Hii^ji tx, mm, ?^wt, y 

15 ov^fUbJftf1s*:fTV\ W/OS^*o<5„ W3L^tftf^ttx <£&0#fSn£ 

£>Klfjl3*g @ <DtM§ W/O/WS® 3fg^c^/V->3 ^%^$-frfc^, 

a^^MTween 8 0, Tween 6 0. 7b9^^-ft], #yt^>^Uy 
tvi/illiMHCO-6 0, HCO-50, 0 ^ if) „ feSV^i 
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yu^mnttt/^m. &5 v^s-^ yt* z—^—ti. z~?mt±Asvtt& h 
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%3&k LT&JO. 5-1 0 0 0 tfmOttH^Wfc^ «fc «P b < itffi 2 ~ 5 0 
ffctt, iI£H££M:£«®|gT*fc;ft,f2Jc<, fcb?L&, ^2^V^Ul O 0 W m 

^) ; y T 5 / m (#k # y ( y -^^v-L- 3: ^) ; MtK^ 

W ^f'l/V-^W ^S&fcSl^^) ^^s^VN^tL-5 0 

^ssi^ (£tf, (7^r-c o-^y =» y f) ^ ^y (i»-co- 
£ y-^- o x t> «t v \ 4& t u t «\ - w &nfi&£ 



WO 03/013609 



66 



PCT/JP02/07862 



^ttfltffefi, D-fls/L-fc (*/U/*/V%) ^7 5/2 5^2 5/7 5© 
<5ffl0>t>©as$JSLv\, £©D-#:/L— # ( i &/U/*/U%) te, ^{£jj$6 0/ 
4 0~&J3 0/7 orotSHot>odSin^$tuSo 

K rjLifc-^y =— ©it^^H-is, j»3, ooo~ 

ij&lOO, 000, ff*L<lii0 3, 0 0 0~|)6 0, 0 0 0, £bM£?*L< 

ruoa-, ooo~^j5o, o o o<Di><D&m\<^tbtiz> 0 

#iit^ (li¥^t/^^t) 1. 2-HW4. o 

Si(^7A) fcfct)ii^2 0—&J1 0 0 0 Mmol (^-r^c^-^) U< , 

£ h f-fi^ 4 0 1 0 0 0 n mol ? n ^e/U) ii^\zM £ UV\, 

1 1 0, 0 0 0, 7 0 7, 0 0 0, 4 5 5, 6 4 5, 3 54, 0 0 0, 1 8 9, 
0 0 0, 1 5 6, 0 5 5, 9 8, 9 0 0, 6 6, 4 3 7, 3 7, 2 0 0, 1 7, 
100, 9, 830, 5, 870, 2, 500, 1, 303, 5 04©15 

- (g p c ) bfcTK y * f- v isi&M (D&=f-wtf& iutuiL tc#mm & ^ 5 0 
mfctis mmcpcmn ofcy-ssL hlc-8 12ogpc, mm^,^m 

®#r¥fcl<fc5) , GPC*7AKF8 04LX2 (B8f&«:ER) SMfcJB U ^ft 
*1 £ LT^ ci naJvKkSr/B^S, SfSiStel m 1 /m i nl?ff p e 
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tcoV^aS^Sfc* *Ky?L& Wmg^5NW7th=hy^ (v/v = 4' 
/9 6) I«2mll«U 0. 01M o 7i=M K9S?V*lffl* 
% (ONPH) ^ (5N^m/Tirh=hy/P/ / ^^/-/V=l. 0 2/3 5 

5 /15) 2mU0. 15M 1 -a^/U- 3 - ( 3 - ^/VT 5 J fcT/V) 
—flAs^M % KaffltttS&tt ( t° y ^/oz* S —JV= 4v/96v) 2 m 1 £r 
JpiT4 0^3 O^Sife**fc««fiK*e*i-*« (40) bfcflK 

T-fer h U/V2m 1 U 0. 5 m o 1 / 1 <D^^ S — /M47k^ffc# V V 

A^«lml^MT6 0lC-e3 0M^. Rfiffltt: 1 . 5N*ift5tb 

10 V V J»7}<.fe%iX~%r%l l/TYm lib. 1 . 5 NTKK-fb^" f> y A7K^Sr*l^i 
L-C5 4 4 nraMA (/cm) SrSOfc?"*. — ^ D L-SJfcJcgBfc&SJ* 
QtoWtlsX, A'tf^i/A'ttk Cmol/L^T;VJ&!IISf*^ 

*fcON P H9^WD L-?L»t K?S*H& lfett©5 4 4nmM 
£ B (/cm) it*J:#, a-£#tf>3M£WS (^9 A) fofc<9 

[COOH] (mo 1/g) = (AYC) / (WB) 

- * ? j —^m-B-w-m^M u ? j * w ^srtt^isi t tt ^ (Dmm 

MTkM^ (WMBB6 1-285 2 1*) feSv^fi^^^Kir^y =!) R4£<D 
25 ^^tv'ni^^/Wb'^^d^bCDM^^ffiV^fcBlltfi^- (Encyclopedic Handbook of 

> 

Biomaterials and Bioengineering Part A: Materials, Volume 2, Marcel Dekker, 
Inc. 1995^)-C»ijt-e#5. ±C©^©W«-^ife»c£oT#feJx5*'&fl: 

0iJx.fi. EP-A-0839525 ■j§-{CfB&0>An*^lxJ£te^£ t ^ «t «3 s 
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tetovrntm m^imms^sm^m. <&mm6 1-2852 

»W * n * ^-fc/t^&JN^J t -T5 fctt* W * a # ^-tr/l^rfrffcSfl (Ms Tween 
8 O.HCO-6 0,*/^>^f/Vt;l'D- ^T/U^IM- MJ £i*ft£fK 

^*^5^ffi^fc*a*^fc>*T-t«>**&T. tt^rt, JMfffci? (£f£L 
< tt&T* if) KM tcS^Jfc, X XfiM&i&frm Z «EF* U < ttffi»#J fe if) 

fcttto*, j: 9 u< «^y 3.— uy>-) (D^m, mm-rzAiitmm 
* b < izmm y =. —^n i^yy) <omftm&. ^©to • f&^j t it© 
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ffiO. 0 1 mg&V^L 1 0 Omg/kgffcS, L < 0.02 mg&l^L 5 0 mg/kg 
Ms £b^£J£b<fiO. 0 5mgftVNL2 Omg/kgftrSO^ffl^Mljl 

ffiH«!ltUTa^t5^ 0!I^HrriSA©WScJB«asA# (#*6 0 k gKStU 

ttWO. l^fe 1 5m g a««rATfc5V>W:©ftrt»j:ja!#-rixWfJ:v\ *fc, 09*. 
f£_hfBcDGnRHT=r=^ McfcfiiT h (^^b<f*. y ^. — ^n lx y V 

>r * n*^/w*^i-5iwridift«^K . ?&a«osraatsai: u-cg:#-r suf- 
fix * p * T't/KDiMfeiPitio-c, ftMtfjift o , 

gt^U f£*5^Tx — HHco#GnRHT=f=* h^fcfiT^ h (0£ L 

<|± N y a— i^y i/*fcf*^<Dig x ±D9*L<liSi!Ja-^nV!Jy) 
(iffUlO. 0 2 OmglS, »*L<r±*ll0. 1 1 Omgfi^x ±0 

fix &J3 *-^te— E©»#«rff 5»frK:ttx W*.tfJ*A©fl63tJR*JW (ft* 6 
0 k gfc#L) ^V^x — EHCo^GnRHT b *fc(4T =Tj=* b (M 

*b<fix y a— uy ^%t^\^(D^ J;!9 0*b<f4@^^y 3.— T-ni^y 

^) &9fltt&0. lH30mgSS, #*U<W*&0. lH20mgSt, J: 

ffic^Wi^o^^x^me o k g Sfc 9 ftifti ufct*S#t 5 ^ t 5, 

-tefROfcif)^* (01Jx Tamoxifen* £T) 
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tkiimmts m&tizmmm, ii^ti, mm&L&tismm, mu&m, w.%m 
mmftmm& «t um&mfr e> sum 5 -@ £ ft &-msk±<DmM t u x * 

Mitmmt, Hbihj£femm. aspiti, ■^m^.m^mm, timnM-m. 

St^M^Jfi, JiiB rAiift^Sr^^s^ftttSMi KifcttS rAii»^mj 

-r— <Dm&}kfe*:th*:tlffi 5 ~ffi 5 011% (^*L<{i, ^J5~^40S*%) N 
$J0. l~^50£g% b< f±> #*J0. l~^40fi*%) *5 it^jO. I~^j95m»% 

(»*U<»4, m~J»90S:*%) -CfcSo A I Itt^li:#^|||#it^#:^5W5f 

ttjj*y^-©=#o¥pic^ux, a i iffimtftmm®t&m£tc&mmmk 
&m<Dm&te, mnmi~mott%, «to»*L<«:j(e5~jie8oa4%-e*>5 0 

— ©mfifeJtfi^tb-etb^l l~ifi5 0 SS% (#* b < (4^3 1 5 ~ 4 5 fi*%) N 
&J0. l~^50fi»% . U < «&)0. 1~$J45M;%) ^ 0 . 1 ~$J 2 0 fi*% 
(Sf * b < fi^J 2 1 5 , J: t^#&l~#&90a:»% L < f4^J5~ 

^j8oa*%) T*fo5o a i ittfiai, #fflni^ &m&Mib£-%>*5 £ 
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ismi-zmmmti x^vtc^tmrn^ & (d' ) *.\mm>&<D&m& 
Aiisr«as*5 i xmm mm z &fa>&mm m *5 »* * feastt-fc-fr* «t 

oM^^iaot^s^ ^as^^-Mfe (a i ift&m&zxmmm 

wm&v -<r-&m&mMk-tzi§^ z.<o^.m^>m^\^x ±msmk&® , 
i-/£^^A 1 1 tmm&£xmmmifo<z>fat±^ mi%m. i-Hfc9os*%, «t y 

muzm o . -5-^2 0 m%, i!3^t<^i~i)i5 tt% t mz&%. l 

A I iftSHK (A I l}^C#I?:tt5^« , W^IH«J*5J:tJR*#rt5WW 

#fflm*otfe«fci6:t-c, sit&> (i) ~ (i 1 1) <Djfmz.mtxMm 

(i) 

(i) o/w& 
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«*«WKi:.UTr* % _hiE tai i j£t^&£^s##t£«^j ©«3ftfe-C 
-hiB<^^^^^^}i^n^j^nx.-ct <tv\ Mjam _lih ta 

LTJBv^ifr^ — «Wfc«*lO. 5~^7 0M%, «fc*>#£L<tti|&l«Hl& 
6 0 24%, m\z.&~& L < ttJKi 2 5 0 „ 

9 9 wm%. «t o l < wy>& 2 o 9 s vm%, mzitj--& i<«^3o~ 

Mio, ooofff. J;9$f^b<«^j5fg~^5, ooom, »»c»*u< 

ttfl&l 0fg~$j2, 0 0 OtiFd'&Stfft'*. 

trii, _h|B tai i t*^^^s»Jktt»O0J ©JSlJiSs^^Ufctot 
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mx®m hfr-b<Dbmm<D-b<D&m-fbthZ> 0 
mmmm. 7ktek*<Dfem&%k3z-t-z>jj&ki,x^ ±m tai i^wm*^ 

mmm, mwvmmn. %imtek*zmm7kX'%c®m<ote^m&u wctm^* 

mikmkvxtz, ±m tai i otat^-tH^u 
*fc, ±ib r A i i tmm^m-t^n^mMi (Dm^mxm^vtc<Dkm 
#rtr-Wb-c^-r * n#7±/is*<D7kfr&£z*&mmm<D^&n^xh&\<\ 

(ii) W/O/Wjfe 

n (c^? itw^n* ^/v&m-t s^ims^ «^-r u 'b m 

m-T 5 r £ So A I I ft^;^^*-rs{b^*3«k^#ffi^^7K{e:^ 
0 . 1-80 Mr%, J: 9 * b < tt^J 1 ~ 7 0 U 
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T^fc4§-£\ — jReticttaa o . 5 ~m 7 o sa°/°> ±^fu<i^i~i6o 
«nc#* l <.«*& 2 5 o bmitnzo 

fe#V -v— ^ttSW/Oxv^v/a ^S^KtS (^tK+S) ^lEflO*.* W (F^tK 
f§) /O (jft*B) /W (flv*c*B) ^*r»J*S*fc«, tttt«t»0»jK*rS 

«co^ 1 1 0 . 0 0 01 «t«?0*U<tt^5f&~^5, 0 0 01 mz: 

£f£U< 0fl&~**j2, OOOP^IimS. 

»hGib (i) (i) mzmm.bmmx~hz> 0 

(ii) 

^jfetJl.toT^^n^^-fe/vSrSSljt-rS^tC^ tfflE (I) ©7k+ftj»«fe 

^3Wti»ffifMlo#a 0 . 0 1-1, 0 0 0f, ^Ktti^O. 05 — 5 0 01 
«rfc»* b < 0 . 1 — 2 0 Of8Ftf»5ri»Wr*L<5^ 
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\mmw%k<D<\&mm-?A i i mmm tt-tz>fc&m& xxmmmm t 
&Mm# v **—.=m*mm u # v ^ & <o v &tu*m z. is*** * v \ « % 

(ill) It^^'Mfe 

•v&tit£. mm (i) <D7k*&mm^mmtmwi<D^^m¥&ft^tzmmffi 
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y -*r—<D#mmmibz^tzWiim ct^m^m^^mm^m^M^xmmik 
mtmmxzzo 

mb«r$MH0Rl (#k y>T — V (Tween) 80, HGO-603S<B#ffii£tt*!U tT/^y 

m^k&mmmt-tziiK ^-^m^^^mmmt^i^wcvxmwm 
mm t x^xmm^mmx^ zmm&xw t-rz^t &xi* z a 

¥-%3%L^-&tL>XmO. 1~3 0 0 jtzm, £?*L< te$> 0 . 5~150/imO|g 
IS, ^ felc^f L< lii 1 1 0 0 m m©ilt*fc5, 

isiriittsm i3i<"*mxwm-rz>jfm. ®smn*wM-rtt%mtm 
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^tfna\B»fl|*CS>5$frg\ #*L<tt, J-jfcAl A^c9^0.01mg~200mg/kg 
#fitf>$5H, £ U< W#?jO. 05mg~i50mg/kg#aojfiH^6>ail3i^:i £ 

#-c# s 0 ffimmm<D 1 m^fc •? <^s« t ttft, mwr* ^tta^w* 1 a> 
i ni^fc 9 (D ai i^^^j ± xiwm mm % -sm-r z mkvmm *&a 

1 AHifc L< fit, *&0. 0 5mg~5 0mg/kgM®|5i, £ bfcfiP 

3;L< Fi^jO. 1 mg~3 Omg/k gM©«5ffl^P>3S3^^r £ 5<> 

s-¥ia»f4, at h mini, asaiwm i in, la^jcinu *fcri#a\B cm, 3 
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ttz&mtf bats. 

WMfcb*^ »^»je, m^m. kias&. m , ami 

msm. mmmm<tm. mmwbmms&ftz) % sk^mm. o^a^ 
(mgiftmmm&f&ffi. *T^h%m. mmm^mm. skwm^m, m&sk& 

wmm • mm.(Dftshimnm. • Mskis. • mmmm • skmmm. mm 

mmm. mmmhmmtm, mm^smmaw^ m.Mmmm$m, w/- 
m, mtti?) . ft** (mmm. mmskm, m^^^T-n- 

s *¥M&&m& (Tw^~?-m, '<—*isy>>m, mmmmammt 

&m*mmmw, g##sti«A^ ^mmmt^ti % ewt«, 
a^a,, r/v=-/Hfe#je*if) , i^jg^s (jfflj^iE. nmmm. ±sk 
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^nftmm, ^wm> mmmrn, mmmm^if) , 
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So 

#ffimfeiUTO*IijfiL3m^mo^i^6^Bt LTfi, JEWffi % 

Lt^jfctiO^t^S^Ii: LTf3\ jfitf£j£ % »L^A (i?JB 
AttiCj^F^*5J:tJ«5ojh > ttSr^trilttiC^F^ Sfe«LMf£, irifclfc, ^ 

mm, mm. &&&&&& , m&mmm mmmm&sk^mm, -nmm&&L 
mihmvkm&. m&ms-mm%z) . mmmmrn. tokm&mit 

m^mmmmm, mmmmmm^m, mmmsk^stm^ wmmmmm* 
±m&, mm, m^mm. mmm, iii, tmuss nm&, -r^mm. 
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itttfrbtotmmm&m^x, si&aj, tttiu t&ak am 

ftjHR-&Kflu *wwft« > ^*i?a>m, ^v^issi^L mm 

m&m & m s e> \z.m&m vx^ma-kt^ mm. n m fcs^-r § r. t # -e # N 
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/V^f-/K T^b7^ 7 f ^^, T^^-MU % ^V^s =3r 

*&w<D&tmmm<n& j *&i±, m*<Dm&<Dm'>mmmm&-¥&*&mk u 

if (c ± <9 , mm*-*-* r t 
*>5#jto«#©»f#*»±, ^fr, -mtommvtn. mn. 

jftstw^rau Aim^i N i^jkjEf&^m^ jkJ^i^Tisis &m&.mmmm, &k 

i£&#*<z>i^ 1/50 j^JiStc^ u^/vgXT (»* b < tt^^«l$IBI^K#S 
SU, SMf-B#|fl, iS^fe, MiSS, ItiOill^fe^, **bfc*>*v^ 
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m.m<D*mta viz.*. zmtk<Dmk&m% frv^& N mmmm^x 9 mm 
i^jE^^cfcm^-ct, t^^^^^^iicd^^ b-ric#>^m^a#^ 

5 £ * ft #11^110 <b te%±Wmm-& <fc dfcSfNS ©Piw •§:fcfc^:Jls 
£i£#;i;fctt:it^£#]^l^|Ju zfrtbKmm^z&&&±temm<D-ifc&£x*—fti 

*ui&t&* mm • *ggxji*, skm • jfiL^^^tt^m 0M>4HHM&ftai. 
miaM^mm^m^, &&mtimm<o-%m, sfm&m^&tez) % 

f--f h#^f^ (PDGF, VEGF, FGF, — TNF-a, MCP-1 <DM 
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Aat^HWHWttflEMlC^SIi-S (Hepatology 1994;19:595-601) Zttftobtl 

/V;? >-&<*?) fi> HGF (Hepatocyte Growth Factor : JITfaBJifrfctfitHlF-) 

\^ %>*fV-W^ ^l^-fc^/K 3) l/y*y-/U# £f) ©AiW§r x g 

uttasy & #js * n 5. f u&i$jBE£ti (a p si) -c t «t v >. 

^Ote©J3g@<£T^£rt:f±= W^u — /HftTJK, HMG-Co A3g 
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jt3§£^ (3-hydroxy-3-methylglutaryl coenzyme A reductase) PfiilFli£, -< >"S/.=t. 

i%&4k&mzm<o ) k&\z.mmztix-b£<, ^ corns, ^ti<b<Dit&mteM 

£ tix i> =t v \ ^ <DW&<Di$mtem^tt$&r\-£, w x. ti? * h m cm, 

^<Dnm&&&Tmmw- cm, r^^^^^xxf^viy^-^ , smm^ 
smm cm, ^wf?^, awf#-/n) , aw^n— /MaiR&wif&i 

20 &jfcJEEte&Ig : mmm CM, 7ntU' (^y**) , :tV*-K 

n>0 , 7^t-; K (*VT-h) ] , &J£.m CM, ACElfl, (-^WT^ 

vftif) , a*fctt/5g##*Wr3lSftif] ft if 

*ttw^f&aa6 : aS'L-si cm, (^^s^ftjf) s p^itm 

25 (^y^^V^it^Ky^? VftirO^xa^^^SSl^J) *5,fct*PDE|&* 

aiftif] , fu^m cm> 7p«k (7>y^) % (t/^ 
* h>o ft , acep&wm, cm, •?wyiixt77 , y;v (w=^<— 

ft^3 . Ca ffim CM, rAp^^Wiif) *8J:tf0S##iffWfa!ftif 
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mmt^i'i'W* itT^t^oy, &£x?emmm, c a 
it&m.mmm:**i"?&Mm cm. mm^^^^m . u^v-^mm. 

fi&ttMtf^ ^ ^D 3 »J (M. T >7 7*^K-^ (7;V77P- /vttH) s * 
;v^MIt-;v (n^;vha-/v) ^) N tt*/v*i4SS (M> i* h n-?*^, 
5 ^F7^t-/vf) , */we>-»j CM. ft^ix^ho^y (^wyy) 

&if] . 77^>M (^T^&iT) . fc**=-VK 2 . f^^VK 2 »J 

CM. ^trbwy (^7^-—) ^cif) \ Xx*a*i'W9R8lffl (if Kn^ 
— h&if) , 7"n^^^7^E2, rymft&m («,7yfl5th!J , 
(BMP) , ^i^|giS5S@^- (FGF) . ifiL/J^i^iiJBH 

10 -7- (PDGF) . h7^7t-?^«Sf (TGF-/3) , ^^T/i 
MB^-lM2 (IGF-1, -2) . Bl^jRJR^/we^ (PTH) , 3- 
n-^WilEP-Al-3 7 6 1 9 7 EP-A1 -46 04 8 8-§- 
^SJ3±t;EP-Al- 7 1 9 7 8 2 -§-^$RfB« tf> -fk^^) (M, 
(2R. 4S)- (-)-N-[4-(diethoxyphosphorylmethyl)phenyl]-l, 2, 4, 5-tetrahydro-4- 

15 methyl-7, 8-methylenedioxy-5-oxo-3-benzothiepin-2-carboxamide^) & if ; 

20 sfm^m.mmm: ^v^v^^mm cm. ^ts^/^r—^m^ . jjt7K#f 
^. sH-fb-a-^ cm. 4?A'4m->m . <&W7 $ /mj cm, 75; i^^m . 
y ^Jigfr cm. * y i>^^ 7 7f^= y ^« , tf* ^ cm, s y 

Bl, B2, B6, B12, C«W , BHWAW*^^^ CM, 7*^1M * ^ * yV4£] , 

-f^-^n^ CM. ^y^7xay ffiv 0«] , mm&Mm CMs 7 
25 ryn-^) , W^JKJaattSfi^lcffiv^bKSJhiLffl CM, WwyJ/ 

>\ y-^r h**^i^§0 ftif ; 

m • +-f*»i*&?^3igf&seas : uwtn cm. t ^ ynz&mm r 

i?>m , 7* histf^-Tmsm (^yy^Z-Af) ft if] ; 
lislt^A^ie : 0UBJK CM. Kna^] . DMEftO CM. 
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yy>yy*:/ (y ^s^^s,, ttnMmmmz.te*?\?y?*— ^ (-< 

/V-y-y=^) , ^^v^if-T" (^yTV) „ ^ynfc°S^ ynfc'RywK 

10 f x a wmnm^M.fbmmfa bmz^mmma>m v ^ tbtiz> 

.. hmg-co AmTummm^m ■. ±v^^^f->. rFo^x^f^ ^9 

y<^^f-ly, i/ls^^f?-^, y^^y^V, u/^^&J-ls, •7;V;*7,$=f-^', 

(+) -3R, 5S-7- [4- - 6 — Y y y n tV> 

-2- (N-^^/l^-N-^^V^/VTjs^/VT^y) try 5^-5— Y^] - 
15 3, 5-v?t (E) -^TlsWttZl? ; 

20 iL&^w^ig : Jk^@ia±m c#!U ^« y h y ^ v 

A, — if] , fetiL/h^ [fck T^t°y^, ^7^yf7^n (T^ 

y— 7^) , ^t°y^— (^/W-y-V^V) , ^ynfcf^V (^Tvv-y^) , 
25 '/B^^/-A (yvy-,v) , GPHb/lllatiStjK (v^n) ] fti* 

JgjfiLW&SIIg : =7s*;tfy, ^^TifA, ==>7^, 8HimWfflfc2* 

'&8MfcHss : »ma tp-o m am. Na -H&&mmm. ^v±v ^» 



WO 03/013609 



88 



PCT/JP02/07862 



^m^xMtDm^mnnmmm^ if 

7"nn)y, ^^-/vjfcif) ]fcif 

v N SB*=f-fevj; >\ BWfc^n if) ]#if 

T>vf9 i/fti?) s fc&m&M (t^77^, £-j&£tttftu tt^^r/u^jtt*^) s 

dfe^iftM (r7^^^ N vteZ<Dto.wm&m) ftifl&if 

£ fcKltt, ^ftjfero^-aH^fcfi-tOJl^rf-^Afc J; 5?&a? (M> HGF, VEGF 
&£TJ (B) ffijfiLjE^m, AiUTI, ^jfelE^m. *rCjfM£ 
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^All^m, ittJEE?^^ Jfiit^Tl, i«J3gii^*mi: L-CttJrfELfc'b 

m*(D&wc&mM : £. mm?., hz>\,->fe«$fflm*&^x%i*^ m— nm^&s- 

W-b^^^^Ffc^-a- VXMM-rz>±tb<Difc%m\ts: if*^-t2>&.Mm*cv h 
N (4H 2 -f uroy 1) Gly : N-T 1 h 7 t K n 7 n >\># V 
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15 



NAc : N-Ti?5vVg 

D2Nal : D-3-(2-t7^)77=> , ai 

D4ClPhe : H-(4-^pd)7i=/V77 = >M 

D3Pal : D-^- (3- f V V/V) T=7=- 

NMeTyr : N-/> 5vl^n i/^ffiM ■* 

Aph(Atz) : N-[5'-(3'-T^y-i'H-i',2',4'-h yry y^V)]7^— 

N-y tW- [5' - (3' -T % J -1' H-l* , 2' , 4' - h y T y y 
/V) ] 37 —/VT 7 = 
10 DLys(Nic) : D-(e-N-= =rfV ?V) V 

d- (rif ? v ^>V7 ? ~m y v^ax 

D- (N, N' -i^^/V) 

D-N-C5' - (3' -T $ 7 -1' H-l' , 2' , 4* - b V T V V /V) ] 

(e-N— f yy*u \f;v) y s/v^g 

(N, N' -j^n^/V) TjN^-r^^r— 
20 D2 Na 1 ; D-3- (2-"7" 7 7VV) 77 = >^2KK 

O-tert-7*^^— D— ir y 
rr^v^v— D — t ^.^v 5 ^ 
^©f&T 5: y ^Cgl U B&^-X-^i-^^, IUPAC-IUB =i $ y *S 3 ^ • • 
^-l'^-'7-3:7J/V • y — ^ >^ 1^' — 'f'a.T — (Commission on Biochemical 
25 Nomenclature) ( 3 — d fcfT^ • v^-V ' $"7 • '"W ^"-7" ^ ^ h y ^-(European 
Journal of Biochemistry) 0 138 £ % 9~ 3 71 (1984 *£) ) fete 
Ra^*m*S»tSfltflSWF*K:a^< fcOt U *fc, 7$; MiZ. m LTft^f* 



NMeAph (Atz) 

DLys(Nic) 
Dcit 

DLys(AzaglyNic) 
DLys (AzaglyFur) 
DhArg(Et 2 ) 
DAph (Atz) 

DhCi 

Lys (Nisp) 

hArg(Et z ) 

D2Nal 

DSer(tBu) 

Dhis(ImBzl) 
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i 

[ [2' - (4, 5-i?t KB-5-t*y-l, 2, 4 

mm$t=?-m, 100. * z>w&%>ft^-mz, 770, ^nmnmm) 2. 25 g 

t cr u ^ ^ >^3. 5ml <b * ? J —>V\. 5ml t (DtSM^M U ^*18°C^^«i5 
bT*5V^cO. 1% (w/w) /VTk^sOOmWc&AU ^ — 

=¥U— &JlV\ 7,000rpmT-O/W^^Vl'V'3 Ufc B :<DO/Wx? 

4" <£>>( A-g-ft«9. 2%-C fo -=> fc 0 
##M 2 

ft^ftAC2t h y * J»&0. 25g£0. 4iri©fc«3Mw*#Lfc«tffc*:, ?L^-^ 
y =r -/V^fi^ 1 »c C) 2. 25g£ a a ^ * ^4mlT*»» Ufcit 

(DW/0^^jW>a>&, ^fel8 <> C{C^®iU-CfeV^^lO. 1% (w/w) tKU lf=;V7/V 
^—^TK^^SOOml^J-aAUs ^-t>S**$^t-^ffll\ 7, OOOrpnrC'W/ 

it? a n ^ ^ ^Sr^i!c^-Br, tt*iSrH^**fc^ 5S&#l«*«rE^T2,OOOrpm 
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&mVX&3zt L-C^btbfco ®ife*stt50k -?s< 9njjzf^;v*p^ <D\\&mK<D 

#^*5, 680, fB^^XHtSi) 1. 6g£ o n * * i/3. 5ml i: * 9 J SV2. 5ml 

tommzMMV. ^&18r^fifpLT:&V^c5%-vV- /V^O. 1% (w/w) 

#y /wX^soomi^f-^AU * — f^M^^-^^f— «:JBv\ 

^^ffiVN-C2,000rpml?^bfCo Ctl?r^^©7K(^i5:#> £b^®'fr#St& 
fcTff^f^, *»ft»l/T«*iL'C#fenfc. HHIX^83%. ^9n^^± 

###J 4 

2 -3i h df-v-- l - [ [2' - ( 1 H-f h 7 Z-^- 5 -'f /V) ' If 7 x =;l/- 

20 ^a-] ^yx^f 5 /✓-/i'- 7 - #^vi6 ih^-mBtm 

0.6 g'£*fcS 0.02 jtm<Z>ttfb£& 0.09 g &$Lfifc-^i> =— /vBgfefi 
. (fLIft/^y =**-/H» 75/25 , M£P*W^* 14,000, Jfcapj^ 

4,200, sfcMKjMteisafc^a^* 4,090, fo^Hl^iS) 2.4 g 
uu ? 4.5 ml 1 ml £ fC^j^ b*:l8HRfcSfc&n b, 12 

25 ^flt^ti 51#ttSSteiLfc^^#fc„ n©88ft«rP«> 15°C iz. 
flW8SLT:|3V\/fc 0. 1 #y Ifs/VT^a- /VtK*§^ 400 ml t»fc£AU 9 

— <3P"ih- £:JlV\ 7, OOOrpm-CO/W^i^yi/3 U7t 0 '©O/ 

Wxv;vy 3 y3rM.-?3H#|?gj£# U^oo^^yiri^/ — /y£#f!c 
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0!l 5 

0. 057 g t^jE UfcJ^k ##0>J 1 t mm?- l/TW 
tip<Dfc&m B#*(419. OXt'fcofc, 
#M§-0!|6 

^^Bfi, ^bffi^fi*3j;tj?^-^y =1— /v^fi-a-tes^avefr 0.9 

g, 2.1 g, 0.12 g K^eft^M LfcJ^k SHJ&^Jl t'lRlttU-CW^D* 
:/-fe-/^£r#fCo W ^ n ^7 zf^:;v^^(0^m B <£>£IA^te96%t?, W ^ o * -f 

mfcm&i-m& 0. is g kl^hltu^k #%#]3 i^uxw^n*^ 

/v£r#7c 0 W ^ o # ^ir/V^^MbB^ B <W A^«92ftT? N ^ ^ o # 
(Oft&to B ^-*tt26. 2%-C fo o fc 0 

fc-irVdB 1.8 g tJHSt^ 0.02 fim©»i& 0.3 g iSr?Lit-^y /Hfc* 

(?L^/^y /m 75/25 , ms¥**i#^* 14,000, mw- 

4,200, 4,090, ttfttmxmW 4.2 

g S:^aa^y 9- ml t / —/V 1. 5 ml t iC^M L-fc^f&fcS&ft] U 12 

ttUOSV^ 0. 1 M.m% tfV \*—A>TA' = —Arfc.f®tfL 800 ml ^}CgEAU ? — 
^f— 7, 000 rpm-CO/W^-^/^ a ^£ bfeo w©0/W 
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&b\z.m>MM*fti<\ Mmmm^fm^it c mmztit^^fn 

^ a # T'-fer/Ht" (Dik&yo B ^fite26. 8#T? $> o fc 0 

A 0.3 g fc3|ScS 0.02 AtmO^blE^ 0.05 g £ &fU*-^!J =»— ^Sfc 
(?L^/^y /V^ 75/25 , li^^^i 14,000, ft 

4,200, ^l^iiaStfWt 4,090, frftttXXglSD 0.7 
g fritfuu*?^ 1. 5 ml —/V 1 ml t \zMf& Lfc8HRfc«S&0 U 12 

f%fflmm.X'Mb5ffiftvxmmz&m\^rc.?m&mzo zommttto i5°c k 

W«SL-C*5Vvfc. 0. 1 mm tfV tf=;W7;V3- /^mfc 300 ml fl^AU * 
— tf ^Mtf^ 5; ^f-^— 6, 500rpmT?O/W^-^/l^->'3 UfCo CI COO/ 

flttfSSrP'fb £itfc^, ^^SI«^^V N -C2,000rpmT'«^LfCo rfLSrStflfce 
UTl&^i bT#b*Lfc 0 W ^n^7 p ^Vf^cD'fb^AOMA^«91%-e, 
1 0 

it&yoB 1 g 0.02 jumtf^bM^ 0.18 g t &%Wt— # V = — 

fi£-# (SJft/^JJ =«— A« 75/25 (*r/V%) , 14,000, m¥ 

*&3H^fi 4,200, 5l5«iatJfe*fcJ:*|fc3p*&^* 4,090, ^3te«3HXSKtt) 1.8 
g Srs^nn^^ 5 mlfc»#Lfc^te«iPU /h^*^v^f If — ~C 60# 

0.1 #!)lf-/l'7/l'3-/l'*^ 400 ml fJ{£&AU ^-fVi*^* 



WO 03/013609 



95 



PCT/JP02/07862 



l 

o.8 mi <d^#j— jv**?? ^fcsajqL., 12 n#p^*i.-ctg£ 

(Dfc&m B -g-fif3:32. 0% t? fe o fc 0 
###>J 12 

1 — (v-^ ci^^S'Vl';^iO&/Vtf —/M^i') a^A- . 2 -3i h =^>- 1 - 
[ [2' - (lH-fh7^V-5 — <;v) tf7;E~^-4 — f A] *=$->V\ 
-<^X< * A- 7 -^/V2j?dr^7— b ' (WT> fc&®C iB&IB-rS) 0. 9 

giai-^y^-^SI*!^ CMft/^y a—Afl* 76/25 (^A%) , fift 
¥*&^^=F* H.OOO^SfcW^a 4,200 % 5S«»aE«*J:«fc5*W^ : ? : * 4,090, 

fat/tmm^MW 2.1 g tSr^nn^^y 4.5 ml / — A 0.7 ml (Dfe 

^m^Mx^itc z<Dmfc\ztt& 0.02 Mm <omkw& 0.15 g 12 

giSUT&v^fc 0. 1 tf=/VT/v=— /utKSSR 400 ml ffc:&AU 

lf>-gy*^-$=3rlJ-— £rJBl\ 7,500rpm-CO/W^-^/Vi/3 UfCo :©0/W 

*BSrH-ffc;S*7t«, 3^^HI«ISr^^-C2,000rpm-e^U^o JUtSrSt^S* 



WO 03/013609 



96 



PCT/JP02/07862 



###J 1 3 

5 mkwm*mfi\}^tefr<otiu^ wji 2 tmrn^x^^^^^^/u^ 

I 3 (DfcG-m C ^-*«30. 0%-C fe o fc„ 
###J 1 4 

10 it^mc 1.2 g i:^-^!J3-/n*i^ (?L^/^y a-/nft 75/25 

, 14,000, ifc^^ft 4,200. 5fc*Sa£jfe*fc:J;£8: 

4,090, fd^WSlX^JK) 1.8 g iSrv^nu^V 5 ml fc?g#PL 
ft 0 Z.<Dmm~$L& 0.02 M«n 0®tfb3E#& 0.18 g %WklM U 1 B#IHJM.-CSfc 

i5 o.i aa% tfv \?~A'TA'=—A<&mk 400 mi Fffc^Au ^-tvs^-; 

=¥1*— £/lV\ 8,000rpm-^O/W^^/ViX3 bfc c ^cDO/W^-^WiXa > 

mrn&m v^-c2, 000 rpm-ew* u/c 0 n*T/Srstwwifi?*fc^iR«s £ ^'C^m 

-£&m5.9%X'3bofc 0 
##0iJ 1 5 

B •^•ft«19. 8%-Cfc o 7fc 0 



1 6 
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flS-&*A"&*»28. 4%-Cfeofe 0 
1 7 

2 -rc h3ri/- 1 - [ [2'- ( lH-y=- h 7 /V- 5 — (M \£*7^~fr- 
4-4 A,] ^^-,V\ ^isXJ /V- 7 Wb-£4&B) 2g iS 

<fbM» (TYPEV, fP^JpffcUXglSSl) 0.36g k*%Wt-?V =» — /V^*m^ (fl 
H/^JI 75/25 fifi^^fi 14, 000, jftW^f-* 4, 200 N 

J: 5 gc^^fi 4,090. foftfcfcmxHSD 3.6 g &^ppp<* 

^ 11 ml £31*/— /V 0.4 ml £ bfc^f-^P U 14 P3»|BJM.-CJgfc 

5fl£^b"ce»uyfc*«Sr^fc. i5t: ^SS®ibT*3v^fe o.i 

m*% t'— /VTk^K 800 ml ^RlftA-U * — tT l/M**r ^ *V 
— £rfl!V\ 8, 500rpm-CO/ / W3i-v'/Vi/3 UfCo iOO/Wx-rA'VaySri 

&'L>ft%m&Ffil<^X2, 000 rpm-Ctt* Ufc„ ^tL^St^^TK^tS^, £ b 

It, W ^ P#^ir/i^^Olb^4&B<DMA^fc£98%-e % -r-f * p*7 0 -fe/V f t'O'fki 
-&4fe B ^*{±33. 0%-C o fc D 

###IJ 1 8. 

Mm* 0.4 ml »U 1 4l*MO«t (fb£*» B *5 «fc UWWb 

U7"cU**k ##0iJ 1 7 <h IRIflfcfc It-r^ * p * :7°-fevw<H#fc e * p * ^-fe^ 



###1 1 9 
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mM^7km^ 0. 08 ml fc&HLfdsJ^k 1 7 t Wlffi\ZlsX-?4 fvjj 

5 2 0 

tt,<kmB i gtmfcwm (typev % ^^iiiS) 0.72 s t&. %m-yv 

^—/^JkM^fc (MM/^V 75/25 (^e/v%) > K4^^^4 io, 600) 

7. 2 g£r v 5 ^ a a ^ ^ ^ 22 ml t / — /M). 8 ml £ Ufc^^^^JP U 

-tcmaKSTtt). i6mi^p^fc^, \ 8 t iwj^fD^-e^^^-r If 

io ~i£J:5#lic (1Mb) ^SrfTV\ e^bfc^&^fco rtL^W±^^@^]5 
cm<^R^(vi«U, ^ta-ei5^r^^J£^b-c^;^j€r#fco -0$£$^<£rM 

250 Mm^^-eft^, ffim^Xmz.mmW<D5*><Z>5 g £-^V=h-/W).4 g 
^Sril^bfc^ h^/Vgie (A-OJET, -fe^-»-4kmM) £fflV\ ^JBE2 

kg/cm 2 X*n.fc&&^X¥%3n?mi umfDWfrtt'&fro Wfc^fOfc&MB^ 
15 4{431.0%-Cfoofc 0 

. #%#J 2 1 

K7^ (Mobile Minor. -uit^s^M) UTI^^ n VT$£*& 
•20 |tLT^S?i32 M^S^^t. 



: • • 90TC 
S£*£^ttjn*&^: 40-43^ 

25 #b*bfc#^*<^k^B^4&28. i%-efcofc 0 

##0)J 2 2 

{frg-^B 2g t ffimm&i 2 Tkf (faftfr&^xittsi) 0. 996 g £ y %m (fi 

fi^^* 14, 500, ftftmmnWim) 3. 67 g a n ^ * V 7. 5 ml t ^ 



~#fc#/X/V (/X/Ml 1.2 mm) 
1 kg/cm 2 
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;l/3- 800 ml tCilXU ^ — tf^S!*^? ^—SrfflV\ 7,000 rpm 

5 ?vv*?^bt? /-ji'*nffi.£it, mft*m4k£i±tz.&, m^m^m^^ 

T2,000rpm-Cfi*bfCo C^ISU^^U^ffc^L $ fe. {^'C^^^ff V\ ^ 
itH^H £*5&}#h Lfco MM & tiff* 4 W% 7±Mt'J?W:<D-*r h —^&MM 

-Ir^^^O^-a-^AOitA^filOl. * n * ^-fe/vfO'fk^B-g-i^ 

10 

#%#J 2 3 

-fb-^-^B 2 g h mmm® 2 of p^^iit^) 0. 757 g t rn^M^ (type 

Vfn^mXfgtM) 0. 277g &tfV%Wl (fiSW^* 14, 500, ftftffiMT.Mm) 
15 3. 64 g £r^* n u ^ ^ ^ 7. 5 ml t *9 J — A» 3. 5 ml £ fc^fl? Ufc:S8SK:85Jn 
U"C#fc*&— JteftFWtmaElE Ufc EWk #%#J 2 2 i IH^fC * o r-fe/U 

3r#fc„ ■^'f ^ # rTH^^^fc^Btf^A^filOl. 9%"C % -r>f * n # ^i-ryu 

^o<b^B-g-*(±25. 9%-efcoyt 0 

20 ##M 2 4 

^^b 2 g (fP3tefrfc3£x£iisi) o.996 gk&%m-?y ="-/h» 

(?LM/^y 75/25 (^-/l^/oK 10,600. ?P3fe*i£ 

M^LMM) 3 g^r^pnpt^y 7 ml t^^ / — ^ 3 ml t teSftfUfcJ&SttClS 

25 NfF^MJ£^UT^;^^#/Co 150 mm <Z>g&_k-C»#, f£il 

U-C#fc?fc^0 5 ^03.6 g^y=h^V0.4 g b&m&^fz.^ i?*.-yh 
(A-0JET, ±^->-y&m5£) £JBV\ ^J3E2kgW^#:i|£#U-CSF 
mtL=F& 21mm 0»^^^c„ TO^^W-fb^ B ^ftfi 29. l%T'foo fc 0 
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2 5 

ik&m 2.0 g =»— *m&m&it (%n/yy ^—^m 75/25 

% 8,700, f03feM^XH^) 3 . 9 7g&&9-uv*f 

V 12. 75 ml „ * y —/V 2. 25 ml*J«fcl*f|5lfc0. 136aLOjBSEK:?RJPU M"C— 
6 BfeSi 5flH*UT«»ttSr#fc„ 18°C ^W*Ur*V^30mM 

SISftlEI&S&bPO. 1 tfV lf=/VT/V3— Aofcjgjft 800 ml flCffiAU * — 

l^^®*:*^ ^TffiV\ 7,000 rpm-es/o/w^-^^>>3 ^£ ufc 0 :©s 
/0/W^^vi^> 3 ^Sr^a-C3l*|I08tl^b"CS?^ na^ 2?^, — J^XU 

wm&wmzit. -?—&m4k$itiz.&, m>t^mm^m^x3,ooorpmxmM 

2 6 

15 -fb-a-^B 2.0 g s (e^b^xnK) 0.37 g tdxmiwt-yy =*- 

(w^y=- /n& 75/25 % MMm^-fr+m. 8,700, fp 

3fe*&£X£t9K) 3 . 6g£^ a b * $ V 12. 75 ml % * ? 2. 25 ml*5±tlW 

?&£r^a6 18*0 KiSlttU-C*3V\fc; lOmMg^Mf&SfetJPO. 1 fifift /KJJ \f=-/VT/V=i 
20 — /WtK^^ 800 ml «t»Kl&AU ^ — If ^S*^-* df-H^— SrffiV\ 7,000 rpmt?O 

^ffiVNT3,000r P m-eM^Ufc o £ft&mfl!KS3klc#*lc«. £ fcK^j&$H**fr 



2 7 
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. it&mB 2.0 g , mikwm (SMtrnxmrn 0.37 g tezumM-yv =— 

/l-g£*m-g-# (^/^y /Ufift 75/25 , m*¥*MHP* 8,700, fP 

3fett$X3g£D 3 . 6g£rv^ a o> * ^ 12. 75 ml % * ? J —)V 2. 25 ml*3 

5 18^C {d^Sb-C*3V>fc 30mMS^ffi#&^D0. 1 M4% tfy tf-/UT^=« 

— /WJC^ 800 ml (ffclffiAU * — If I^afc SrffiV\ 7,000 rpm-CO 

*fflV^3,000rpmt?fiWllbfco itttSt«ll«*te3MR*, ^CS^i^ 
10 V\ Mm^^^U^o MA^fc^^n^ir/W*-^- h-/K).8g3r 

#:/ir/l^^(Dfc-^B(D£j-A^i92. 2%t?, W 9 njozf-tefr/-*:/— hstflfr 
15 2 8 

^#ib 1.5 g „ mitmm (Stm^x^) 0.278 g axmm-^v = 
— /vM#m^ (HMfc/^y =—/nft 75/25 (^^%), 10,500, 

*!3te3HraiXUaBt) 2. 7g Sri?^ d n ^ * ^ 11. 25 ml , * ^ J — /V 1. 69 ml *5 £T>' 

shs o. io2mL (omm^m^ u ^ta-c— tfe^£ 5^lt*s— fcs&ra&ffi'fc. r 

20 (Om&&^& 18°C {CfaS&UT^fc 30alfgftK£tt3&!)P0.1 11% ^KU tf-A- 
TA-a— /VT^iit 800 ml tftCftAU ^^1** 5 SrfflV\ 7,000 

rpm -eO/Wxv/vj/a Ufc D 1©0/Wxv;^> 3 I^StM.-*? 3 B$ffi}l*£ 

JBV^T 3,000 rpm-CM^bfco itb«r?¥rJ«3(jEfi?*fc^«fe«, Sfctc 

fc -^>r 9 n # ^-fe/nf^^-fb'S-^ b cp^fA^te 88. o%-e N •^^r^n^T'-fe/i'/ 

/V*&7|c4 3 O'fb^^B'g-fi}*25.4%-efeo^: 0 
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#%#J 2 9 

fc£^B 2 g % mtM&i (STkft^XMdS) 0. 3 7 g *5j;T>*?L^-i/y =t 
— A-Sfefefi^tt (fL^/^y = WHB 75/25 8,700, 
fil^MIKXMD 3. 6g«r^an^^> 12.75 ml , p< * 2. 25 ml *5 
«t S^Sfc 0. 136mL ©JBJfcma&fln U Mt?-|ftfi £ 5 l^Lt*&-^^fc 0 
roti^fJi) I8t: teWflsu-Ols^fc 10mMimffi#&«s#P0. 1 S*% tKU tf= 
/VT^n— /U 7 k&Wi 800 ml tll^AU * — If ^sj>^- ^ dr-^— &m\,\ 7,000 
rpm "CO/W^-^/V:y a Ufc 0 ;©0/Wxv/Vi/ 3 3 B#F(Q}t# 

i*'C^««Sr^V^3,000 rpm-CM*Ufc„ £;h,%mj^W3kfc:#tfr», £bK 

fco n^7^°-fe/^4i->.^b^^B<^itA^f*89. 1%T?, ^-r^n^^-t/p/ 

/VffijfcqKDfc&t&i B 26. fc„ 

2-=c h^rv— 1 - [ [2'- ( 1 >> 7 /U- 5 — f )V) \fy^^jv- 
■ 4 — f/U] y^/V] 'O'X^f 5:^^— -io;Vifsly^ Offc-g^B) 0.2 g £ 

mstwb-imm m^tmrnnmm o. 1 g t%m-?v =*—/i<m&m&ft on 

75/25 (^/l^hM^^ft 14,000,^^^.* 4,200, 
5l5fl»3E3t*fcJ;5«[SP*&^f-*-4,090, fpft^lltgl) 1. 5 g iC^an^ 
*V 3 raL b*9S—A' 0.9 mL i: lr©P fC»*#fc 0 h^0.2 g 

b\zmmvxmM^xmtcmWi&f#> l5t izm^VXHs^lt 0. lfiS%jKy if 
=^7/V3- /Wjc^? 800 mL 4>^AU^— lf^S**$^-f— Sr^V\7,200 
rpm-CO/Wx-7;l/^ 3 yt Lfc Q :©0/Wiv;l/->3 ^^^?i.T?3B#F^#U 

fflV^T2,000rpm-e^iAUfc o £;h*WtfIS«*»!:5H*lft, $ b KifriWHBi &m \ 
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mmn 

mifcM 1 "TfWfcitfcW * n^^-fe/W 25 mg £ 0. 1 mL <7>#^|& (5 mg <Dll 
/Utfici/t^^-te^v—Xi- h V 1 mg <DtfV y/W<— h 80, 50 mg (D^r 

h—^zm®* i mL ^mmvfcm) cMtt 9ia#^tt sd^ y v<d^ 



^-fe/HS:^ O 7 S> h Jfojt4>¥*l$l^« (n=4) 





1 0^ 


151^ 


2m& 


3 Jim 


(ng/mL) 


170 


238 


94 


4 


^(ng/mL) 


313 


226 


155 


30 



(A) TV^^^IIfi^lg,!:, (B) KiiJE^m, jfaJtP$Tlig> iftJB 
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«tS^ *AttS5*, »I«»t, M8FF£. ft&aUgPf*, ffijfiiJE 
iOTW»#«tt, SfotcMfb^F^ SttftfitMBI**. M««lA^*ytt±« 
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ji • tomtom, wmmm<mmt£)£) *m^n<>mM<om^ib^m 
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it # <d ® a 

l. (a) T>*?*<r>^>im&imb. (B) ffijfiLjBEteftK* jMtftTX* 



2. TV^T^^VIItt^tfSiJ:' (I) 




^5:i^U nf±l*fcr±2Sr^U SHAH:* fetcflliftaESr^rUTV^t J: 

v ^ i/m&m u R 2 nm-f t?5it fc^tu^ 

1/ ->U=¥-fe^K ^Vft/^y, ^HM'*!', -TVV ^ >\ -f^^i?- 

4. T^=¥^^v-^II^i^^2-rc - [[2' - (lH-rf 

y yu- 5 — iVv) if7i=./u-4 — f/K! ^^j" ^V^V ^ ^y~,v-_ 7 

h=a^>- 1 - [[2' - (1H-T h7/^-5-'f;l') t*7*^w-4 — f/i/] 
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- [[2* - (2, 5-i?tKn-5-^y-l, 2, 4 -^i^T 
3 — -<JV) 4 — -f JUJ J ^yX'f * ^i/— /V- 7 

Ms khz <Dm.x-h?>m&m 1 i5«j^^ 0 
-efc^it^ i im.cDw.mo 

7 . ^J^J^^ bV? 'f'Ti? h\ kKc^n 

1 0. T^*9-^>^mmmmmz*&^^7°T^-^m.mm&*^ 

11. pzfnyx— tfs#/i^-^n— jv^ ^h^Di3-/vio«tr;7'py7;D- 
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12. T^K/TDyj^i^t'Dyy^ h^fcSlfr&95Ett0>l&X. 

13. ik^rm^ v fm&vk&wm. -r v ^&mmm-& 

14. ^ ^ v ^m&te&wmimmvj-yv ? /y % h n ^ y * y 

is. ^ ^Mii^j&s^y^v^S h\ -TTfV = K&j;t>*w^ 
1> = K^bilfm5^%-efeSff^i 3|3«cco^ 0 

mmmfcT'& z>mm 1 lege© ra„ 

i7. ^^^-^^j^-fe-y^^^^^b y ^^xp^is-j-hv ? 
•^fc^ti^i 6iBi©gi„ 

2 0 . in.!h.mm& GPllb/IIIa i&^m^y<V >\ h o ^h'^pj.^^ 

2 1 . GPIIb/IIIa^m^T^^dr^^T'fc-5l»^2 0fe*t<D^£ o 



WO 03/013609 



109 



PCT/JP02/07862 



mm* 

2 3. Foy V^mmm&T^jf b n ^-efc 5 2 0 13^^ mMo 

2 4. ^cjk/J^m«^^D tfK^wi^fcteT^tf y v-efesis^3S2 oib 

2 5 . wmmwti$mm&^x b ? ;k wm^* b 9 s?*— 

2 6. #t*J(gi&SGnRH7=f=;* h^fcfiT^ =f=^ h -e&5ff#Jg 1 jBft 

2 7. GnRHT^ h 3* U :/n U y ^fcfi-^OlTCfcSfJt*^ 2 6 

2 8. (A) T^^^WIttttSgi, (B) i*Jfil£Et&*3lS* iflTl, 

29. (a) T*#^**s>iimm*ttT*&iimmbs (b) Msk 

45l*#«11Btorat 



3 0. (A) r^^^^^^II*mill***r«#»*tSSW!lfc, (B) i^jfiL 
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*r z> m^m i mm<o urn. 

31. (o mttofmmzy^~&tt+znimitim<Dmmo. 

3 

3 3. a - t Kndr^/v^^S-^^S^-j^y =^Kl^T*3bSil 
3 4. %Wtt^V 0 0/0 ~ 4 0/6 OT'fcSftjfc 

^3 3mm<Dmm B 

3 5. M^ftWftSTO^fitfS 3 , 0 0 0~5 0, 0 0 0 -?fc£f»3fci5 3 2 
3 6 . &*Mn»fc5f»jj8S 1 ffi«Ogmo 

3 8. i^jfiiEE^<D^^ . mam-vb z> m&m 1 mm<D ex. 

3 9.- jfiLjBE s ftmhmfto^vs • m^fd7*s>«nN&9i 1 i3«<zmig 0 

4 o . • mmm"c*>att*a 1 ib^bhIo 
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